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A B S T R A C T

Background

Hepatic encephalopathy is a disorder of brain function as a result of liver failure and/or portosystemic shunt. Both hepatic encephalopathy
(clinically overt) and minimal hepatic encephalopathy (not clinically overt) significantly impair patient’s quality of life and daily functioning
and represent a significant burden on health care resources. Probiotics are live microorganisms, which when administered in adequate
amounts may confer a health benefit on the host.

Objectives

To quantify the beneficial and harmful eKects of any probiotic in any dosage, compared with placebo or no intervention, or with any other
treatment for patients with any grade of acute or chronic hepatic encephalopathy as assessed from randomised trials.

Search methods

We searched the The Cochrane Hepato-Biliary Group Controlled Trials Register, The Cochrane Central Register of Controlled Trials (CENTRAL)
in The Cochrane Library, MEDLINE, EMBASE, Science Citation Index Expanded, conference proceedings, reference lists of included trials and
the WHO international clinical trials registry until April 2011 registry platform to identify new and ongoing trials.

Selection criteria

We included randomised trials that compared probiotics in any dosage with placebo or no intervention, or with any other treatment in
patients with hepatic encephalopathy.

Data collection and analysis

Three authors independently assessed the risk of bias of the included trials and extracted data on relevant outcomes, with diKerences
resolved by consensus. We conducted random-eKects model meta-analysis due to obvious heterogeneity of patients and interventions.
A P value of 0.05 or less was defined as significant. Dichotomous outcomes are expressed as risk ratio (RR) and continuous outcomes as
mean diKerence (MD) with 95% confidence intervals (CI).

Main results

We included seven trials of which 550 participants were randomised. Four of the seven trials compared a probiotic with placebo or no
treatment in 245 participants, another trial compared a probiotic with lactulose in 40 participants , and the remaining two trials compared
a probiotic with both placebo and lactulose in 265 participants. Each trial used diKerent types of probiotics. Duration of administration
of the experimental intervention varied from 10 days to 180 days. Two trials were industry funded, and five were unclear about origin of
funding. All trials had high risk of bias.
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When probiotics were compared with no treatment, there was no significant diKerence in all-cause mortality (2 trials, 105 participants;
1/57 (2%) versus 1/48 (2%): RR 0.72; 95% CI 0.08 to 6.60), lack of recovery (4 trials, 206 participants; 54/107 (50%) versus 68/99 (69%): RR
0.72; 95% CI 0.49 to 1.05), adverse events (3 trials, 145 participants; 2/77 (3%) versus 6/68 (9%): RR 0.34; 95% CI 0.08 to 1.42), quality of
life (1 trial, 20 participants contributed to the physical quality of life measurement, 20 participants contributed to the mental quality of
life: MD Physical 0.00; 95% CI -5.47 to 5.47; MD Mental 4.00; 95% CI -1.82 to 9.82), or change of/or withdrawal from treatment (3 trials, 175
participants; 11/92 (12%) versus 7/83 (8%): RR 1.28; 95% CI 0.52 to 3.19). No trial reported sepsis or duration of hospital stay as an outcome.
Plasma ammonia concentration was significantly lower for participants treated with probiotic at one month (3 trials, 226 participants: MD
-2.99 μmol/L; 95% CI -5.70 to -0.29) but not at two months (3 trials, 181 participants: MD -1.82 μmol/L; 95% CI -14.04 to 10.41). Plasma
ammonia decreased the most in the participants treated with probiotic at three months (1 trial, 73 participants: MD -6.79 μmol/L; 95% CI
-10.39 to -3.19).

When probiotics were compared with lactulose no trial reported all-cause mortality, quality of life, duration of hospital stay, or septicaemia.
There were no significant diKerences in lack of recovery (3 trials, 173 participants; 47/87 (54%) versus 44/86 (51%): RR 1.05; 95% CI 0.75 to
1.47), adverse events (2 trials, 111 participants; 3/56 (5%) versus 6/55 (11%): RR 0.57; 95% CI 0.06 to 5.74), change of/or withdrawal from
treatment at one month (3 trials, 190 participants; 8/95 (8%) versus 7/95 (7%): RR 1.10; 95% CI 0.40 to 3.03), plasma ammonia concentration
(2 trials, 93 participants: MD -6.61 μmol/L; 95% CI -30.05 to 16.84), or change in plasma ammonia concentration (1 trial, 77 participants:
MD 1.16 μmol/L; 95% CI -1.96 to 4.28).

Authors' conclusions

The trials we located suKered from a high risk of systematic errors ('bias') and high risk of random errors ('play of chance'). While probiotics
appear to reduce plasma ammonia concentration when compared with placebo or no intervention, we are unable to conclude that
probiotics are eKicacious in altering clinically relevant outcomes. Demonstration of unequivocal eKicacy is needed before probiotics can
be endorsed as eKective therapy for hepatic encephalopathy. Further randomised clinical trials are needed.

P L A I N   L A N G U A G E   S U M M A R Y

Probiotics for patients with hepatic encephalopathy

Hepatic encephalopathy is a disorder of the brain function as a result of liver failure and/or portosystemic shunt. It results in confusion,
drowsiness, coma, and in some patients, in death. While the cause of hepatic encephalopathy is not fully understood, it is thought to
develop as a result of the failure to clear various toxic substances, such as ammonia, from the blood, either because of poor function of the
liver cells or because the blood from the intestine is shunted around the liver and is not seen by the liver cells. Protein metabolising bacterial
species in the intestine of hepatic encephalopathy patients contribute to ammonia production. Probiotics are live microorganisms who
may reduce the prevalence of these harmful ammonia-producing bacteria. This review identified seven trials of which 550 participants
were randomised. Each trial used diKerent types of probiotics. Duration of administration of the experimental intervention varied from 10
days to 180 days. The authors of the review assessed a range of outcomes including death, recovery, adverse events, and quality of life.
There was no benefit of probiotics shown for any of the primary outcomes including mortality. The authors of the review found a significant
diKerence in plasma ammonia concentration aOer one month, and a significant change in plasma ammonia concentration at three months
treatment compared with no treatment. However, this finding is of questionable importance. Therefore, the use of probiotics for patients
with hepatic encephalopathy cannot be currently recommended. Furtehr randomised clinical trials are required.
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S U M M A R Y   O F   F I N D I N G S

 

Summary of findings for the main comparison.   Probiotic versus placebo/ no intervention for patients with hepatic encephalopathy

Probiotic versus placebo/ no intervention for patients with hepatic encephalopathy

Patient or population: patients with patients with hepatic encephalopathy. 
Settings: inpatients. 
Intervention: probiotic versus placebo/ no intervention.

Illustrative comparative risks* (95% CI)

Assumed risk Corresponding risk

Outcomes

Control Probiotic versus placebo/ no in-
tervention

Relative ef-
fect 
(95% CI)

No of Partici-
pants 
(studies)

Quality of the
evidence 
(GRADE)

Comments

Study population

21 per 1000 21 per 1000 
(2 to 189)

Low

0 per 1000 0 per 1000 
(0 to 0)

High

All cause mortality 
Follow-up: 2 to 3 months

25 per 1000 25 per 1000 
(3 to 227)

RR 0.72 
(0.08 to 6.60)

105 
(2 studies)

⊕⊝⊝⊝ 

very low1,2,3

 

Study population

687 per 1000 488 per 1000 
(323 to 742)

Low

500 per 1000 355 per 1000 
(235 to 540)

No recovery (incomplete resolution of
clinical symptoms) 
Follow-up: 1 to 3 months

High

RR 0.72 
(0.49 to 1.05)

206 
(4 studies)

⊕⊕⊝⊝ 

low1,3
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900 per 1000 639 per 1000 
(423 to 972)

Study population

88 per 1000 26 per 1000 
(4 to 141)

Low

0 per 1000 0 per 1000 
(0 to 0)

High

Number of adverse events 
Follow-up: 1 to 3 months

250 per 1000 72 per 1000 
(13 to 400)

RR 0.34 
(0.08 to 1.42)

145 
(3 studies)

⊕⊕⊝⊝ 

low1,3

 

Quality of life SF-36 physical/ mental 
Follow-up: median 2 months

See comment See comment Not estimable 40 
(1 study)

⊕⊕⊝⊝ 

low1,3

The results of
a single study
cannot be
pooled.

Study population

84 per 1000 121 per 1000 
(47 to 308)

Low

0 per 1000 0 per 1000 
(0 to 0)

High

Change of/or withdrawal from treat-
ment 
Follow-up: 1 to 3 months

110 per 1000 157 per 1000 
(62 to 402)

RR 1.28 
(0.52 to 3.19)

175 
(3 studies)

⊕⊕⊝⊝ 

low1,3

 

Plasma ammonia concentration
(µmol/L) 
Follow-up: 1 to 2 months

  The mean plasma ammonia con-
centration (µmol/l) in the inter-
vention groups was 
2.99 lower 
(5.7 to 0.29 lower)

  226 
(3 studies)

⊕⊝⊝⊝ 

very low1,2,4
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Change in plasma ammonia concen-
tration (µmol/L)

See comment See comment Not estimable 73 
(1)

See comment The results of
a single study
cannot be
pooled.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 
CI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence 
High quality: Further research is very unlikely to change our confidence in the estimate of effect. 
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate. 
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate. 
Very low quality: We are very uncertain about the estimate.

1 Studies judged as high risk of bias.
2 Inconsistent interventions.
3 Wide confidence intervals.
4 Surrogate marker for clinically important outcomes.
 
 

Summary of findings 2.   Probiotic versus lactulose for hepatic encephalopathy

Probiotic versus lactulose for hepatic encephalopathy

Patient or population: patients with hepatic encephalopathy. 
Settings: inpatients. 
Intervention: probiotic versus lactulose.

Illustrative comparative risks* (95% CI)

Assumed risk Corresponding risk

Outcomes

Control Probiotic versus lactulose

Relative ef-
fect 
(95% CI)

No of Partici-
pants 
(studies)

Quality of the
evidence 
(GRADE)

Comments

Study population

512 per 1000 532 per 1000 
(373 to 747)

Low

No recovery (incomplete resolution of
clinical symptoms) 
Follow-up: median 1 months

450 per 1000 468 per 1000 

RR 1.05 
(0.75 to 1.47)

173 
(3 studies)

⊕⊕⊝⊝ 

low1,2
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(329 to 657)

High

600 per 1000 624 per 1000 
(438 to 876)

Study population

109 per 1000 56 per 1000 
(5 to 559)

Low

100 per 1000 51 per 1000 
(5 to 512)

High

Number of adverse events 
Follow-up: mean 1 months

250 per 1000 128 per 1000 
(13 to 1000)

RR 0.57 
(0.06 to 5.74)

111 
(2 studies)

⊕⊕⊝⊝ 

low1,3

 

Study population

74 per 1000 71 per 1000 
(25 to 203)

Low

90 per 1000 86 per 1000 
(31 to 248)

High

Change of/or withdrawal from treat-
ment 
Follow-up: median 1 months

110 per 1000 106 per 1000 
(37 to 302)

RR 1.10 
(0.40 to 3.03)

190 
(3 studies)

⊕⊕⊝⊝ 

low1,3

 

Plasma ammonia concentration
(µmol/L) 
Follow-up: median 1 months

  The mean plasma ammonia con-
centration (µmol/l) in the interven-
tion groups was 
6.61 lower 
(30.05 lower to 16.84 higher)

  93 
(2 studies)

⊕⊝⊝⊝ 
very

low1,2,3,4

 

C
o
ch
ra
n
e

L
ib
ra
ry

T
ru
ste

d
 e
v
id
e
n
ce
.

In
fo
rm

e
d
 d
e
cisio

n
s.

B
e
tte

r h
e
a
lth

.

  

C
o
ch
ra
n
e D

a
ta
b
a
se o

f S
ystem

a
tic R

e
vie

w
s



P
ro
b
io
tics fo

r p
a
tie

n
ts w

ith
 h
e
p
a
tic e

n
ce
p
h
a
lo
p
a
th
y
 (R

e
v
ie
w
)

C
o
p
yrig

h
t ©

 2011 T
h
e C

o
ch
ra
n
e C

o
lla
b
o
ra
tio
n
. P
u
b
lish

ed
 b
y Jo

h
n
 W
ile
y &

 S
o
n
s, Ltd

.

7

Change in plasma ammonia concen-
tration (µmol/L) 
Follow-up: mean 3 months

  The mean change in plasma am-
monia concentration (µmol/l) in
the intervention groups was 
1.16 higher 
(1.96 lower to 4.28 higher)

  77 
(1 study)

⊕⊝⊝⊝ 

very low1,3,4

 

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 
CI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence 
High quality: Further research is very unlikely to change our confidence in the estimate of effect. 
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate. 
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate. 
Very low quality: We are very uncertain about the estimate.

1 Studies judged as high risk of bias.
2 Inconsistent interventions.
3 Wide confidence intervals.
4 Surrogate marker for clinically important outcomes.
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B A C K G R O U N D

Description of the condition

Hepatic encephalopathy (also known as portosystemic
encephalopathy) is a reversible neuropsychiatric disorder seen in
the context of either acute or chronic liver failure or portosystemic
shunting, or both (Ferenci 2002). Hepatic encephalopathy
is characterised by complex cognitive dysfunction, which is
independent of sleep dysfunction or problems with overall
intelligence (Blei 2001). Minimal hepatic encephalopathy (MHE)
is a milder form of the same condition, which does not have
obvious clinical signs (Stewart 2007; Bajaj 2011). The onset of
hepatic encephalopathy indicates a poor prognostic outcome. It
may also reduce quality of life and level of daily functioning
(Groeneweg 1998; Arguedas 2003). The pathophysiology of hepatic
encephalopathy is still uncertain, but the prevailing assumption
is that diKerent toxins, such as false neurotransmitters, natural
benzodiazepines, short chain fatty acids, and mercaptans enhance
the negative eKects of ammonia on the level of consciousness
(Butterworth 1987; Blei 2001; Vaquero 2003). Current therapeutic
options include intensive supportive care, identification and
correction of the precipitating causes, tailored dietary restrictions,
non-absorbable disaccharides, L-ornithine L-aspartate, and/or oral
antibiotics (Riordan 1997; Blei 2001; Als-Nielsen 2003; Als-Nielsen
2004a; Als-Nielsen 2004b; Als-Nielsen 2004c; Jiang 2009).

Description of the intervention

Probiotics are live microorganisms, which when administered
in adequate amounts may confer a health benefit on the host
(Schrezenmeir 2001). However, the dose needed to confer a health
benefit is unknown for many conditions. Probiotics commonly
come from two groups of bacteria, Lactobacillus or Bifidobacterium.
Within each group, there are diKerent species (for example,
Lactobacillus acidophilus and Bifidobacterium bifidus), and within
each species, diKerent strains (or varieties). A few common
probiotics, such as Saccharomyces boulardii, are yeasts, which are
diKerent from bacteria. Therapeutic eKects may be strain specific,
and so caution must be exerted in generalising results from one
species to another. While probiotics are generally considered safe,
adverse events have been attributed to their use (Besselink 2008).

How the intervention might work

There is some evidence for an alteration in the composition of the
gastrointestinal bacterial flora of patients with liver disease (Rolfe
2000). Amongst other potential reasons, one rationale behind
the use of probiotics for hepatic encephalopathy is to reduce
the prevalence of harmful ammonia-producing bacteria in the
gastrointestinal system.

Why it is important to do this review

Hepatic encephalopathy significantly impairs patient’s quality
of life and daily functioning (Groeneweg 1998; Arguedas 2003).
Caring for and treating patients with hepatic encephalopathy is
a significant burden on the health care system. In 2003 hepatic
encephalopathy cost the US health-care system an estimated $932
million (Poordad 2007). Previous Cochrane Hepato-Biliary Group
systematic reviews have only shown moderate, and in some cases,
no benefit for current therapies for hepatic encephalopathy, which
include non-absorbable disaccharides and oral antibiotics (Als-

Nielsen 2003; Als-Nielsen 2004a; Als-Nielsen 2004b; Als-Nielsen
2004c).

O B J E C T I V E S

To determine the beneficial and harmful eKects associated with
the use of probiotics in any dosage, compared with placebo or no
intervention or with any other treatment for patients with any grade
of acute or chronic hepatic encephalopathy. This review does not
consider the primary prophylaxis of hepatic encephalopathy.

M E T H O D S

Criteria for considering studies for this review

Types of studies

We included randomised trials that compared probiotics with
placebo or no intervention, or with any other treatment for patients
with hepatic encephalopathy. We did not apply any restrictions on
language of publication, publication date, or publication status. We
excluded quasi-randomised trials.

Types of participants

Inclusion criteria
We included all patients with any grade of acute or chronic hepatic
encephalopathy in connection with acute and chronic liver disease
as well as acute hepatic failure, no matter the aetiology of liver
disease or factors precipitating the hepatic encephalopathy.

Exclusion criteria
We excluded trials with patients in whom a diagnosis of hepatic
encephalopathy was not confirmed, ie, where altered mental
status or cognitive function was not confirmed by a standardised
neuropsychological assessment. Where co-interventions such as
medication was being administered, they had to be administered
equally across the relevant intervention groups of the trial, so that
fair comparisons could be made.

Types of interventions

Any probiotic at any dose for any duration. Additional co-
interventions were allowed if received by all trial intervention
groups and were deemed suKiciently similar across trial groups.
Where synbiotics were used (a combination of a prebiotic and a
probiotic), the control group must have received a similar prebiotic
to be included in the review; such that across trial groups, the
diKerence in intervention(s) was probiotic alone. For example,
probiotic and lactulose versus antibiotic plus lactulose. Here the
comparison would have been probiotics versus antibiotic. If a trial
compared probiotics and prebiotics versus prebiotics, the trial
would have been considered a probiotic versus placebo trial, as
the diKerence between the two groups would have been probiotic
alone. A prebiotic is a substance that stimulates the growth of
probiotics.

Types of outcome measures

All outcomes were assessed at time points reported by authors, but,
where possible, also summarised at one, two, three, six months,
and one year.

Primary outcomes

1. All-cause mortality: number of participants dead.

Probiotics for patients with hepatic encephalopathy (Review)
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2. Number of participants who did not recover from hepatic
encephalopathy (defined as incomplete resolution of clinical
symptoms).

3. Adverse events: number and type of adverse events
defined as patients with any untoward medical occurrence.
We summarised adverse events that lead to treatment
discontinuation and those that did not lead to treatment
discontinuation separately. Serious adverse events were
defined according to the International Conference on
Harmonisation (ICH) Guidelines (ICH-GCP 1997) as any event
that led to death, was life-threatening, required in-patient
hospitalisation or prolongation of existing hospitalisation,
resulted in persistent or significant disability, and any important
medical event, which may have jeopardised the patient or
required intervention to prevent it. All other adverse events were
considered non-serious.

4. Quality of life: as measured by the SF-36 scale or other similar
validated scales (Brazier 1992; Ware 1994).

Secondary outcomes

1. Change of or withdrawal from treatment: number of participants
who changed/withdrew from their allocated treatment regimen.

2. Sepsis: the number of participants with one or more episodes of
sepsis (confirmed by a positive blood culture).

3. Change in plasma ammonia concentration.

4. Duration of stay in hospital: measured in days.

Search methods for identification of studies

Electronic searches

We searched The Cochrane Hepato-Biliary Group Controlled
Trials Register, the Cochrane Central Register of Controlled Trials
(CENTRAL) in The Cochrane Library, MEDLINE (Ovid SP), EMBASE
(Ovid SP), and Science Citation Index Expanded (Web of Science)
(Royle 2003). The search strategies with the time span of the
searches are given in Appendix 1. The search filter for randomised
trials in MEDLINE (via Ovid SP) was created by Lefebvre 2011, and
the search filter for randomised trials in EMBASE (via Ovid SP) was
created by Sharon 2006.

We also searched the World Health Organisation (WHO)
international clinical trials registry platform for ongoing and
unpublished trials (October 2010) (http://apps.who.int/trialsearch/
AdvSearch.aspx) using an advanced search for the condition
'hepatic encephalopathy' and intervention 'probiotic'.

Searching other resources

We hand-searched the proceedings of three relevant conferences:
1. The American Association for the Study of Liver Disease (AASLD)
from 2005 to 2009.
2. The European Association for the Study of the Liver (EASL) from
2005 to 2010.
3. Digestive Diseases Week (DDW) from 2005 to 2010, using
the following keywords: 'hepatic encephalopathy', 'probiotic',
'bifidobacterium', 'lactobacillus', and 'liver disease'.

We identified further trials through reference lists of relevant
articles and by contacting content experts and authors of included
trials. We applied no date or language restrictions. We translated
non-English language articles using Google translate (http://
translate.google.com.au/).

Data collection and analysis

Selection of studies

Three authors, working independently of one another, conducted
trial selection and data extraction. None of them was blinded
to journal or author names. Authors resolved disagreements by
consensus.

Data extraction and management

We extracted the following information using a standardised data
extraction form:
• General information: author(s), title, source, contact address,
year of trial, country of trial, language of publication, year of
publication.
• Trial characteristics: design (randomised clinical trial),
randomisation method, manner of recruitment, sampling method,
duration of intervention period, length of follow up, reason for and
number of dropouts and withdrawals, adverse events.
• Patients: baseline characteristics of participants in treatment
groups such as sex, age, prevalence of co-morbidities (eg, diabetes),
inclusion and exclusion trial criteria.
• Trial setting: eg, in-patient/out-patient department, emergency
department.
• Detailed description of both the intervention and the comparison
intervention, type, dose, and duration of probiotic(s).
• Outcomes: specific outcome reported, assessment instrument
used, scoring range where appropriate.
• Any co-interventions.

We entered data into Review Manager 5 soOware (RevMan 2011)
and checked the data for accuracy.

Assessment of risk of bias in included studies

Methodological quality was defined as the confidence that the
design and the report of the randomised clinical trial would restrict
bias in the comparison of the intervention (Moher 1998). According
to empirical evidence (Schulz 1995; Moher 1998; Kjaergard 2001;
Wood 2008), the methodological quality of the trials, hence risk of
bias, was based on the following domains:

Sequence generation

• Low risk of bias: the methods used was either adequate
eg, computer-generated random numbers, table of random
numbers or unlikely to introduce bias.

• Uncertain risk of bias: there was insuKicient information to
assess whether the method used was likely to introduce
confounding.

• High risk of bias: the method used was not best practise for
randomisation.

Allocation concealment

• Low risk of bias: the method used (eg, central allocation) was
unlikely to induce bias on the final observed eKect.

• Uncertain risk of bias: there was insuKicient information to
assess whether the method used was likely to induce bias on the
estimate of eKect.

• High risk of bias: the method used (eg, open random allocation
schedule) was likely to induce bias on the final observed eKect.
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Blinding of participants

• Low risk of bias: blinding was performed adequately, or the
outcome was not likely to be influenced by lack of blinding.

• Uncertain risk of bias: there was insuKicient information to
assess whether the type of blinding used was likely to induce
bias on the eKect.

• High risk of bias: no blinding or incomplete blinding, and the
outcome was likely to be influenced by lack of blinding.

Blinding of personnel

• Low risk of bias: blinding was performed adequately, or the
outcome was not likely to be influenced by lack of blinding.

• Uncertain risk of bias: there was insuKicient information to
assess whether the type of blinding used was likely to induce
bias on the eKect.

• High risk of bias: no blinding or incomplete blinding, and the
outcome was likely to be influenced by lack of blinding.

Blinding of outcome assessors

• Low risk of bias: blinding was performed adequately, or the
outcome measurement was not likely to be influenced by lack of
blinding.

• Uncertain risk of bias: there was insuKicient information to
assess whether the type of blinding used was likely to induce
bias on the estimate of eKect.

• High risk of bias: no blinding or incomplete blinding, and the
outcome measurement was likely to be influenced by lack of
blinding.

Incomplete outcome data

• Low risk of bias: the underlying reasons for missing data were
unlikely to make treatment eKects depart from plausible values,
or appropriate methods have been employed to handle missing
data.

• Uncertain risk of bias: there was insuKicient information to
assess whether the missing data mechanism in combination
with the method used to handle missing data was likely to
induce bias on the estimate of eKect.

• High risk of bias: the crude estimate of eKects (eg, complete case
estimate) were clearly biased due to the underlying reasons for
missing data, and the methods used to handle missing data were
unsatisfactory.

Selective outcome reporting

• Low risk of bias: the trial protocol was available or the
study author provided further information about pre-specified
outcomes and all of the trial's pre-specified outcomes that were
of interest in the review were reported or similar.

• Uncertain risk of bias: there was insuKicient information to
assess whether the magnitude and direction of the observed
eKect were related to selective outcome reporting.

• High risk of bias: not all of the trial's pre-specified primary
outcomes were reported or similar.

Other bias

• Low risk of bias: the trial was independently funded, eg, by a
government organisation or university.

• Uncertain risk of bias: the trial did not declare its funding source.

• High risk of bias: the trial was industry funded, eg, by a
pharmaceutical company or an author was an employee of a
pharmaceutical company.

Trials judged as having  'low risk of bias' in  all of the  specified
individual domains were considered 'trials with low risk of bias'.
Trials judged as having 'uncertain risk of bias' or 'high risk of
bias'  in one or more of the specified individual domains  were
considered  'trials with high risk of bias'. Authors of the original
reports were contacted to provide further details when any of the
above information was unclear.

Measures of treatment e;ect

We conducted data analysis according to the guidelines presented
in the Cochrane Handbook for Systematic Reviews of Interventions
(Higgins 2011) and The Cochrane Hepato-Biliary Group Module
(Gluud 2011).

Dichotomous data: we presented results as summary risk ratio (RR)
with 95% confidence intervals (CI).
Continuous data: we presented results as mean diKerence (MD) if
outcomes were measured in the same way amongst trials.

Dealing with missing data

Data for all participants were analysed in the group to which
they are allocated, regardless of whether or not they received the
allocated intervention. If in the original reports, participants were
not analysed in the group to which they were randomised and
there was suKicient information in the trial report, we attempted to
restore them to the correct group, ie, intention-to-treat analysis was
conducted where it was possible to do so. Where data were missing,
we sought clarification from the authors of the trial. If intention-
to-treat analysis was not possible, we conducted available case
analysis or per protocol analysis.

Assessment of heterogeneity

We assessed heterogeneity amongst trials, when appropriate, using
the I2 and Cochran Q statistics. Where substantial heterogeneity
was detected (I2 more than 50% or P less than 0.10), we explored it
by pre-specified subgroup analysis and sensitivity analysis.

Assessment of reporting biases

Where reporting bias was suspected (see selective reporting
bias above), we made an attempt to contact trial authors to
provide missing outcome data. When missing data were thought
to potentially introduce serious bias, the impact of including such
trials in the overall assessment of results was explored by a
sensitivity analysis. Funnel plot asymmetry was used to assess the
existence of bias where there were at least ten trials.

Data synthesis

We conducted statistical analysis with random-eKects model meta-
analyses using the Review Manager 5 soOware (RevMan 2011).
Random-eKects models were used for all analyses where trials
examined the same intervention, and the trials populations and
methods were judged suKiciently similar. We originally planned to
conduct also fixed-eKect model meta-analysis, but abstained due
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to obvious heterogeneity of patients and intervention. A P value of
0.05 or less was defined as significant.

Subgroup analysis and investigation of heterogeneity

Priori subgroup analyses were:
- Type of probiotic (by genus): Lactobacillus, Bifidobacteria, mixed,
or unclear.
- Grade of hepatic encephalopathy: minimal compared to overt.
- Duration of therapy.
- MELD (model for end-stage liver disease) score.
- Co-interventions used.
- Trials with low risk of bias compared to trials with high risk of bias.

We assessed diKerences among subgroups by test of interaction
(Altman 1996).

Sensitivity analysis

We carried out sensitivity analysis when significant heterogeneity
was detected (I2 more than 50% or P less than 0.10) to determine
the source, that is trials were sequentially removed from the
analysis to determine which trial or trials were contributing to the
heterogeneity.

R E S U L T S

Description of studies

Results of the search

The process of identifying randomised clinical trials for inclusion in
the review is outlined in Figure 1.
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Figure 1.   Study flow diagram.
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Figure 1.   (Continued)
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Figure 1.   (Continued)
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Figure 1.   (Continued)

 
The electronic searches of The Cochrane Hepato-Biliary Group
Controlled Trials Register (n = 9), the Cochrane Central Register
of Controlled Trials (n = 21), MEDLINE (n = 37), EMBASE (n =
138), and Science Citation Index Expanded (n = 70) identified a
total of 275 publications. Two additional trials were identified
from reference lists and trial registry searching. Hand searching of
conference proceedings, contacting content experts and authors
produced no extra trials. AOer excluding duplicates, 197 unique
records remained. Of these 172 were excluded aOer reviewing
titles and abstracts and of the remaining 25 publications, which
were assessed aOer reviewing their full texts, a further 18 trials
were excluded. Therefore, a total of seven trials reported in nine
publications were included in the review.

One of these seven trials (Mittal 2009) was available as an abstract,
whilst the remaining six trials were published in four diKerent
journals. One ongoing trial (Sharma 2010) was identified; therefore,
the results were not available for use in the review. However,
information about the trial is provided in the characteristics of
ongoing studies table (Characteristics of ongoing studies).

Included studies

Of the seven included trials, four trials compared a probiotic with
placebo or no treatment in 245 participants (Liu 2004; Bajaj 2008;
Malaguarnera 2010; Pereg 2011). One trial compared a probiotic
with lactulose in 40 participants (Loguercio 1987). Two trials
compared a probiotic both with placebo and with lactulose in 265
participants (Mittal 2009; Sharma 2008). Each trial used diKerent
probiotics see Table 1.

Five trials enrolled participants with minimal hepatic
encephalopathy (Liu 2004; Bajaj 2008; Sharma 2008; Mittal 2009;
Pereg 2011) and two trials enrolled participants with overt hepatic
encephalopathy (grade I or II according to the West-Haven criteria)
(Loguercio 1987; Malaguarnera 2010).

Excluded studies

A total of 190 records were excluded.

Risk of bias in included studies

Reporting of trial methodology was incomplete for the majority of
the domains as summarised in Figure 2 and Figure 3. Therefore, we
classified all trials as having a high risk of bias.
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Figure 2.   Figure 2. Risk of bias graph: review authors' judgements about each risk of bias item presented as
percentages across all included trials.
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Figure 3.   Figure 3. Risk of bias summary: review authors' judgements about each risk of bias item for each included
trial.

 
Allocation

Sequence generation was adequately performed in four trials (Bajaj
2008; Sharma 2008; Mittal 2009; Malaguarnera 2010), inadequately
performed in one trial (Liu 2004), and unclear in two trials
(Loguercio 1987; Pereg 2011).

No trial reported adequate allocation concealment. Two trials
reported inadequate allocation concealment (Bajaj 2008; Sharma
2008), and five trials were unclear about their method of allocation
concealment (Loguercio 1987; Liu 2004; Mittal 2009; Malaguarnera
2010; Pereg 2011).

Blinding

One trial adequately reported blinding of participants, outcome
assessors, and personnel (Loguercio 1987). One trial adequately
reported blinding of outcome assessors, but no blinding of
participants and personnel (Bajaj 2008). Two trials did not blind
participants, personnel, or outcome assessors (Sharma 2008; Mittal
2009). The remaining trials were unclear concerning the conduct of
blinding (Liu 2004; Malaguarnera 2010; Pereg 2011).

Incomplete outcome data

Incomplete outcome data were adequately addressed in one trial
(Bajaj 2008), inadequately in three (Loguercio 1987; Sharma 2008;
Pereg 2011), while the remainder were unclear (Liu 2004; Mittal
2009; Malaguarnera 2010).

Selective reporting

Two trials were free of selective outcome reporting (Bajaj 2008;
Sharma 2008), while the remainder were unclear (Loguercio 1987;
Liu 2004; Mittal 2009; Malaguarnera 2010; Pereg 2011).

Other potential sources of bias

Three trials declared their funding source (Loguercio 1987; Bajaj
2008; Pereg 2011). One of these trials was independently funded
(Bajaj 2008), and two were industry funded (Loguercio 1987; Pereg
2011). The remainder did not disclose their funding source (Liu
2004; Sharma 2008; Mittal 2009; Malaguarnera 2010).
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E;ects of interventions

See: Summary of findings for the main comparison Probiotic
versus placebo/ no intervention for patients with hepatic
encephalopathy; Summary of findings 2 Probiotic versus lactulose
for hepatic encephalopathy

Probiotic versus no treatment

Primary outcomes

There were no significant diKerences in all-cause mortality
(Analysis 1.1; 2 trials, 105 participants, RR 0.72, 95% CI 0.08 to
6.60) or in lack of recovery (Analysis 1.2; 4 trials, 206 participants:
RR 0.72; 95% CI 0.49 to 1.05). At one, two, and three months
there was no significant diKerences in number of adverse events
(Analysis 1.3; 3 trials, 145 participants: RR 0.34; 95% CI 0.08
to 1.42). There was no evidence of a diKerence in quality of
life (either physical or mental) at two months (Analysis 1.4; 1
trial, 20 participants contributed to the physical quality of life
measurement, 20 participants contributed to the mental quality of
life: MD Physical 0.00; 95% CI -5.47 to 5.47, MD Mental 4.00; 95% CI
-1.82 to 9.82).

Secondary outcomes

There were no significant diKerences in change of/or withdrawal
from treatment at one, two, and three months (Analysis 1.5; 3
trials, 175 participants: RR 1.28; 95% CI 0.52 to 3.19). No trial
reported sepsis as an outcome. Plasma ammonia concentration
was significantly lower for participants treated with probiotic than
with no intervention at one month (Analysis 1.6 (Analysis 1.6.1)); 3
trials, 226 participants: MD -2.99 μmol/L; 95% CI -5.70 to -0.29) but
not at two months when compared with no intervention (Analysis
1.6 (Analysis 1.6.2)); 3 trials, 181 participants: MD -1.82 μmol/L; 95%
CI -14.04 to 10.41). Plasma ammonia decreased the most at three
months in the participants treated with probiotic compared with no
intervention (Analysis 1.7; 1 trial, 73 participants: MD -6.79 μmol/L;
95% CI -10.39 to -3.19). Duration of hospital stay was not reported
in any trial.

Subgroup analysis

Subgroup analyses were performed for the outcomes 'no
recovery' (Analysis 1.2) and plasma ammonia concentration
(Analysis 1.6) using the prespecified subgroups (Subgroup analysis
and investigation of heterogeneity). Subgroup analyses could not
be performed by MELD score, as this was not reported in the trials.
Nor could it be performed by risk of bias, as all trials were judged as
suKering from high risk of bias.

No recovery
A significant diKerence was detected for the subgroup analysis on
duration of therapy (Analysis 1.10), test for subgroup diKerences:
Chi2 = 9.21, df = 2 (P = 0.01).
No significant diKerences were detected for the following subgroup
analyses: type of probiotic used (Analysis 1.8), test for subgroup
diKerences: Chi2 = 1.17, df = 1 (P = 0.28); grade of hepatic
encephalopathy (Analysis 1.9), test for subgroup diKerences: Chi2 =
1.93, df = 1 (P = 0.16); and co-interventions used (Analysis 1.11), test
for subgroup diKerences: Chi2 = 1.94, df = 2 (P = 0.38).

Plasma ammonia
No significant diKerences were detected for the following subgroup
analyses: type of probiotic used (Analysis 1.12), test for subgroup

diKerences: Chi2 = 1.83, df = 1 (P = 0.18); grade of hepatic
encephalopathy (Analysis 1.13), test for subgroup diKerences: Chi2
= 2.05, df = 1 (P = 0.15); duration of therapy (Analysis 1.14), test
for subgroup diKerences: Chi2 = 0.02, df = 1 (P = 0.87); and co-
interventions used (Analysis 1.15), test for subgroup diKerences:
Chi2 = 5.60, df = 2 (P = 0.06).

Heterogeneity

Heterogeneity was demonstrated for the outcome 'no recovery'
Analysis 1.2 (Chi2 = 6.93, df = 3; P=0.07, I2 = 57%) and
seemed largely attributable to duration of therapy (Analysis
1.10). Heterogeneity was demonstrated for the outcome plasma
ammonia concentration at two months Analysis 1.6 (Chi2 = 6.16,
df = 2; P = 0.05, I2 = 68%) and did not seem attributable to type
of probiotic used (Analysis 1.12), grade of hepatic encephalopathy
(Analysis 1.13), grade of hepatic encephalopathy (Analysis 1.13), or
co-interventions used (Analysis 1.15).

Probiotic versus lactulose

Primary outcomes

The three trials that compared probiotic with lactulose did not
report all-cause mortality (Mittal 2009 provided information about
mortality in the probiotic arm but not the lactulose arm), and we
were unable to obtain these data from the authors. There was no
significant diKerence in lack of recovery (Analysis 2.1; 3 trials, 173
participants: RR 1.05; 95% CI 0.75 to 1.47). There was no significant
diKerence in the number of adverse events (Analysis 2.2; 2 trials,
111 participants: RR 0.57; 95% CI 0.06 to 5.74). Quality of life was not
reported in either trial.

Secondary outcomes

There was no significant diKerence in change of/or withdrawal from
treatment at one month (Analysis 2.3; 3 trials, 190 participants: RR
1.10; 95% CI 0.40 to 3.03). There were no reports of septicaemia
attributable to probiotic in any trial. At one month there was no
significant diKerence in plasma ammonia concentration (Analysis
2.4; 2 trials, 93 participants: MD -6.61 μmol/L; 95% CI -30.05 to 16.84)
or change in plasma ammonia concentration (Analysis 2.5; 1 trial,
77 participants: MD 1.16 μmol/L; 95% CI -1.96 to 4.28). Duration of
hospital stay was not reported in any trial.

Subgroup analysis

Subgroup analyses were performed for the outcome plasma
ammonia concentration (Analysis 2.4) using the prespecified
subgroups (Subgroup analysis and investigation of heterogeneity).
Subgroup analyses could not be performed by MELD score, risk of
bias, co-interventions used or, duration of therapy as there was
no diKerences in these subgroups amongst the trials. Significant
diKerences were detected for the following subgroup analyses: type
of probiotic used (Analysis 2.6), test for subgroup diKerences: Chi2 =
6.15, df = 1 (P = 0.01) and grade of hepatic encephalopathy (Analysis
2.7), test for subgroup diKerences: Chi2 = 6.15, df = 1 (P = 0.01).

Heterogeneity

Heterogeneity was demonstrated for the outcome plasma
ammonia concentration Analysis 2.4 (Chi2 = 6.15, df = 1; P = 0.01,
I2 = 84%). Heterogeneity seemed largely attributable to the type of
probiotic used (Analysis 2.6) and grade of hepatic encephalopathy
(Analysis 2.7).
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D I S C U S S I O N

Summary of main results

We included seven trials in this review. Each trial used diKerent
probiotics (Table 1), and the duration of administration ranged
from 10 days to 180 days. The risk of bias of all the included trials
was high. No analysis demonstrated an advantage of probiotics
compared with no treatment on all-cause mortality, number
of adverse events, quality of life, or change of/or withdrawal
from treatment (while sepsis and duration of hospital stay were
unreported). When probiotics were compared with lactulose, no
analysis demonstrated a significant diKerence for any outcome
(while quality of life, septicaemia, and duration of hospital stay
were unreported). The use of probiotics compared with no
treatment suggested a statistically significant diKerence in plasma
ammonia concentration aOer one month (Analysis 1.6) and aOer
three months (Analysis 1.7).

Overall completeness and applicability of evidence

There were a small number of trials identified. Moreover,
the number of included patients were few. In the review,
trial populations and interventions varied widely across the
included trials. Outcomes were inconsistently reported as were
interventions, controls and associated treatments, for example,
dietary protein intake. Therefore, due to the lack of evidence of
a clinically important benefit with probiotics, their use currently
cannot be recommended.

Quality of the evidence

There is insuKicient evidence to draw meaningful conclusions
about the benefits and harms of probiotics in hepatic
encephalopathy. Overall, the methodological quality of trials was
far from optimal.

Potential biases in the review process

This systematic review with meta-analysis was undertaken with
broad inclusion criteria to assess the totality of available evidence.
Our literature search was comprehensive and did not exclude trials
based on language of publication or publication status. An attempt
was made to contact authors wherever trial data and methodology
was unclear. All data extraction and analysis were undertaken by
several authors working independently to minimise bias. Despite
these strengths, there were some limitations; for example, we
were not blinded to authorship during data extraction and risk of
bias assessment. While we did make an attempt to contact study
authors, it was not always certain if our messages were received and
we did not attempt to make any further contact if our initial emails
were not responded to. In addition, due to the small sample sizes of
the included trials, trial sequential analysis may have been a more
appropriate analytic technique (Thorlund 2009).

Agreements and disagreements with other studies or
reviews

A review published in 2011 discusses the eKect of prebiotics,
probiotics, and synbiotics in minimal hepatic encephalopathy
(Shukla 2011a). As our review did not look at the combination of
probiotics, prebiotics, and synbiotics, it is not possible to make
direct comparisons between the reviews. Of note, Shukla 2011a
were only able to locate two trials of probiotics compared to our

five trials including patients with minimal hepatic encephalopathy,
which suggests we utilised a more sensitive search strategy.

A U T H O R S '   C O N C L U S I O N S

Implications for practice

We did not find convincing evidence that probiotics had a
significant beneficial or harmful eKect on patients with hepatic
encephalopathy. The methodological quality of trials to date are
far from optimal. Probiotics cannot be recommended based on the
findings of this review.

Implications for research

Hepatic encephalopathy has a poor clinical outcome and is a
significant burden on the health care system. Current treatment
options are of limited eKicacy. Probiotics represent a cheap
alternative option; however, their benefits and harms are still
uncertain and many fundamental questions concerning their
use remain. First, we need to assess the benefits and harms
of probiotics in randomised trials with low risk of systematic
errors ('bias') and low risk of random errors ('play of chance').
Moreover, it is unknown whether all probiotics are of equal
eKectiveness or what dose or duration of probiotic therapy is
necessary for treatment. It is also unknown whether colonisation
though multiple dosing is necessary for benefit or if a single
dose of probiotic would suKice (McGee 2010). Future research
should take these considerations into account and consider
alternative study designs; for example, factorial trials would allow
multiple comparisons to be made in the one trial. Future trials
should also adhere to the recently published ISHEN consensus
statement, which makes recommendations for trials in patients
with hepatic encephalopathy (Bajaj 2011). The human microbiome
project (Turnbaugh 2007) is one important initiative that will likely
contribute to a better understanding of the complex relationship
between humans and microbes.

The high response rate in the control arms of this review reflect the
natural history of hepatic encephalopathy, with its spontaneously
fluctuating nature and possibility for spontaneous remission.
Future trials should account for this when assessing the eKicacy
of interventions. It is also important that those conducting trials
also account for the time of day in which assessments are made.
Consideration should also be given to the type of placebo used;
for example, inactivated probiotic. All trials should at a minimum
assess important outcomes such as mortality, quality of life,
and adverse events. Trials should also be reported following the
CONSORT Statement http://www.consort-statement.org/.

A C K N O W L E D G E M E N T S

We would like to thank The Cochrane Hepato-Biliary Group, and
especially, Dimitrinka Nikolova and Sarah Klingenberg, for their
advice and support. We are very grateful to all the authors who
responded to our queries and provided helpful information: Prof.
JS. Bajaj, Prof. C. Loguercio and Prof. BC Sharma. We are also
very grateful to Miranda Cumpston from the Australasian Cochrane
Centre for her helpful comments.

Peer Reviewers: Roger Williams, UK; Piero Amodio, Italy; Henning
Wittenberg, Germany.
Contact Editors: Bodil Als-Nielsen, Denmark; Ronald L. Koretz, USA,
Christian Gluud, Denmark.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

19



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

R E F E R E N C E S
 

References to studies included in this review

Bajaj 2008 {published data only}

Bajaj JS. Personal communication. Letter 14th October 2010.

Bajaj JS, Christensen KM, Hafeezullah M, Varma RR, Franco J,
HoKmann RG, et al. Randomized trial of probiotic yogurt in
minimal hepatic encephalopathy - It helps to bug your patient.
Digestive Disease Week 2007;132(4):A800.

* Bajaj JS, Saeian K, Christensen KM, Hafeezullah M, Varma RR,
Franco J, et al. Probiotic yogurt for the treatment of minimal
hepatic encephalopathy. American Journal of Gastroenterology
2008;103(7):1707-15.

Liu 2004 {published data only}

Liu Q, Duan ZP, Ha DK, Bengmark S, Kurtovic J, Riordan SM.
Synbiotic modulation of gut flora: eKect on minimal hepatic
encephalopathy in patients with cirrhosis. Hepatology
2004;39(5):1441-9.

Loguercio 1987 {published data only}

Loguercio C. [Personal communication]. Letter to review
authors 15th October 2010.

* Loguercio C, Del Vecchio Blanco C, Coltorti M. Enterococcus
lactic acid bacteria strain SF68 and lactulose in hepatic
encephalopathy: a controlled study. Journal of International
Medical Research 1987;15(6):335-43.

Malaguarnera 2010 {published data only}

Malaguarnera M, Gargante MP, Malaguarnera G, Salmeri M,
Mastrojeni S, Rampello L, et al. Bifidobacterium combined with
fructo-oligosaccharide versus lactulose in the treatment of
patients with hepatic encephalopathy. European Journal of
Gastroenterology & Hepatology 2010;22(2):199-206.

Mittal 2009 {published data only}

* Mittal VV, Sharma P, Sharma B, Sarin SK. Treatment of
minimal hepatic encephalopathy: a randomized controlled trial
comparing lactulose, probiotics & L-ornithine L-aspartate with
placebo. Hepatology 2009;4 (Suppl):471A.

Sharma BC. [Personal communication]. Letter to review authors
14th October 2010.

Pereg 2011 {published data only}

* Pereg D, KotliroK A, Gadoth N, Hadary R, Lishner M, Kitay-
Cohen Y. Probiotics for patients with compensated liver
cirrhosis: A double-blind placebo-controlled study. Nutrition
2011;27(2):177-81.

Sharma 2008 {published data only}

Sharma BC. [Personal communication]. Letter to review authors
14th October 2010.

Sharma P, Sharma BC, Puri V, Sarin SK. A randomized
control trial of lactulose versus probiotics versus lactulose
plus probiotics in the treatment of minimal hepatic
encephalopathy of cirrhosis [71st Annual Scientific Meeting of

the American-College-of-Gasroenterology]. American college of
gastroenterology 2006;101(9):402.

* Sharma P, Sharma BC, Puri V, Sarin SK. An open-label
randomized controlled trial of lactulose and probiotics in
the treatment of minimal hepatic encephalopathy. European
Journal of Gastroenterology & Hepatology 2008;20(6):506-11.

 

References to studies excluded from this review

Adams 2006 {published data only}

Adams LA, Angulo P. Treatment of non-alcoholic fatty liver
disease. Postgraduate Medical Journal 2006;82(967):315-22.

Al 2009 {published data only}

Al Sibae MR, McGuire BM. Current trends in the treatment
of hepatic encephalopathy. Therapeutics and Clinical Risk
Management 2009;5(1):617-26.

Albillos 2002 {published data only}

Albillos A, de la Hera A. Multifactorial gut barrier failure
in cirrhosis and bacterial translocation: working out the
role of probiotics and antioxidants. Journal of Hepatology
2002;37(4):523-6.

Almeida 2006 {published data only}

Almeida J, Galhenage S, Yu J, Kurtovic J, Riordan SM. Gut flora
and bacterial translocation in chronic liver disease. World
Journal of Gastroenterology 2006;12(10):1493-502.

Arya 2010 {published data only}

Arya R, Gulati S, Deopujari S. Management of hepatic
encephalopathy in children. Postgraduate Medical Journal
2010;86(1011):34-41.

Bajaj 2008a {published data only}

Bajaj J. Minimal hepatic encephalopathy matters in daily life.
World Journal of Gastroenterology 2008;14(23):3609-15.

Bajaj 2008b {published data only}

Bajaj JS. Management options for minimal hepatic
encephalopathy. Expert Review of Gastroenterology and
Hepatology 2008;2(6):785-90.

Ballongue 1997 {published data only}

Ballongue J, Schumann C, Quignon P. EKects of lactulose
and lactitol on colonic microflora and enzymatic activity.
Scandanavian Journal of Gastroenterology 1997;32:41-4.

Barclay 2011 {published data only}

Barclay AR, Beattie LM, Weaver LT, Wilson DC. Systematic
review: medical and nutritional interventions for the
management of intestinal failure and its resultant
complications in children. Alimentary Pharmacology &
Therapeutics 2011;33(2):175-84.

Barreto-Zuniga 2001 {published data only}

Barreto-Zuniga R, Naito Y, Li ZI, Zhang D, Yoshioka M, Ideo GM,
et al. Anti-endotoxin capacity and reticulo-endothelial

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

20



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

function in alcohol-related liver cirrhosis: a randomized pilot
study comparing a probiotic preparation versus lactulose.
International Medical Journal 2001;8(2):101-7.

Bass 2007 {published data only}

Bass NM. Emerging therapies for the management of hepatic
encephalopathy. Seminars in Liver Disease 2007;27(Suppl
2):18-25.

Baumgart 2007 {published data only}

Baumgart DC, Sandborn WJ. Inflammatory bowel disease:
clinical aspects and established and evolving therapies. Lancet
2007;369(9573):1641-57.

Behm 2006 {published data only}

Behm BW, Bickston SJ. Medical management of Crohn's
disease: current therapy and recent advances. Expert Review of
Clinical Immunology 2006;2(1):109-20.

Bengmark 2004 {published data only}

Bengmark S. Bio-ecological control of perioperative and ITU
morbidity. Langenbecks Archives of Surgery 2004;389(2):145-54.

Bengmark 2006 {published data only}

Bengmark S. Bioecologic control of inflammation and infection
in critical illness. Anesthesiology Clinics of North America
2006;24(2):299-323.

Bengmark 2009 {published data only}

Bengmark S. Bioecological control of disease, especially
pancreatic disease. In: Iovanna J, Ismailov U editor(s).
Pancreatology: From Bench to Bedside. Springer, 2009:63-73.

Bereswill 2010 {published data only}

Bereswill S, Munoz M, Fischer A, Plickert R, Haag L M, Otto B,
et al. Anti-inflammatory eKects of resveratrol, curcumin and
simvastatin in acute small intestinal inflammation. PLoS One
2010;5(12):e15099.

Bircher 1971 {published data only}

Bircher J, Haemmerli UP, Scollo-Lavizzari G, HoKmann K.
Treatment of chronic portal-systemic encephalopathy with
lactulose. Report of six patients and review of the literature.
American Journal of Medicine 1971;51(2):148-59.

Bismuth 2011 {published data only}

Bismuth M, Funakoshi N, Cadranel JF, Blanc P. Hepatic
encephalopathy: From pathophysiology to therapeutic
management. European Journal of Gastroenterology and
Hepatology 2011;23(1):8-22.

Boca 2004 {published data only}

Boca M, Vyskocil M, Mikulecky M, Ebringer L, Kolibas E,
Kratochvil'ova H, et al. Complex therapy of chronic hepatic
encephalopathy completed with probiotic: Comparison of two
studies [Komplexna liecba chronickej hepatalnej encefalopatie
doplnena probiotikom: Porovnanie dvoch studii]. Casopis
Lekaru Ceskych 2004;143(5):324-8.

Bongaerts 2005 {published data only}

Bongaerts G, Severijnen R, Timmerman H. EKect of
antibiotics, prebiotics and probiotics in treatment for hepatic
encephalopathy. Medical Hypotheses 2005;64(1):64-8.

Burrowes 2005 {published data only}

Burrowes JD, Van Houten G. Use of alternative medicine by
patients with stage 5 chronic kidney disease. Advances in
Chronic Kidney Disease 2005;12(3):312-25.

Buscher 2004 {published data only}

Buscher H P. Nonalcoholic steatohepatitis (NASH): Therapeutic
approaches [Die nichtalkoholische steatohepatitis (NASH):
Therapieansatze]. Deutsche Medizinische Wochenschri2
2004;129(Suppl 2):S60-S62.

Cabre 2005 {published data only}

Cabre E, Gassull M A. Nutrition in liver disease. Current Opinion
in Clinical Nutrition and Metabolic Care 2005;8(5):545-51.

Cachin 1969 {published data only}

Cachin M, Levy C. Choice and utilization of antibiotics in
gastroenterology. Advantage of a new broad-spectrum
antibiotic: etamocycline [Choix et utilisation des antibiotiques
en gastro-enterologie. Interet d'un nouvel antibiotique
a large spectre: l'etamocycline]. Semaine des Hopitaux
1969;45(2):116-9.

Cada 2010 {published data only}

Cada DJ, Levien T, Baker D. Formulary drug reviews - Rifaximin.
Hospital Pharmacy 2010;45(9):712-7.

Calamita 2007 {published data only}

Calamita G, Portincasa P. Present and future therapeutic
strategies in non-alcoholic fatty liver disease. Expert Opinion on
Therapeutic Targets 2007;11(9):1231-49.

Cash 2010 {published data only}

Cash WJ, McConville P, McDermott E, McCormick PA,
Callender ME, McDougall NI. Current concepts in the
assessment and treatment of hepatic encephalopathy. QJM
2010;103(1):9-16.

Chadalavada 2010 {published data only}

Chadalavada R, Sappati Biyyani RS, Maxwell J, Mullen K.
Nutrition in hepatic encephalopathy. Nutrition in Clinical
Practice 2010;25(3):257-64.

Chen 2007 {published data only}

Chen CL, Li LJ, Wu ZW, Chen HG, Fu SZ. EKects of lactitol on
intestinal microflora and plasma endotoxin in patients with
chronic viral hepatitis. Journal of Infection 2007;54(1):98-102.

Colle 1989 {published data only}

Colle R, Ceschia T. Oral bacteriotherapy with Bifidobacterium
bifidum and Lactobacillus acidophilus in cirrhotic patients
[Batterioterapia orale con Bifidobacterium bifidum e
Lactobacillus acidophilus nel cirrotico]. Clinica Terapeutica
1989;131(6):397-402.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

21



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Colman 1976 {published data only}

Colman N, Herbert V. Total folate binding capacity of normal
human plasma, and variations in uremia, cirrhosis, and
pregnancy. Blood 1976;48(6):911-21.

Conn 1970 {published data only}

Conn HO, Floch MH. EKects of lactulose and Lactobacillus
acidophilus on the fecal flora. American Journal of Clinical
Nutrition 1970;23(12):1588-94.

Conn 1978 {published data only}

Conn HO. Lactulose: a drug in search of a modus operandi.
Gastroenterology 1978;74(3):624-6.

Crum 2005 {published data only}

Crum NF, Wallace MR, Oldfield Iii EC. New issues in infectious
diarrhea. Reviews in Gastroenterological Disorders 2005;5(Suppl
3):S16-S25.

Dasarathy 2003 {published data only}

Dasarathy S. Role of gut bacteria in the therapy of hepatic
encephalopathy with lactulose and antibiotics. Indian Journal
of Gastroenterology 2003;22(Suppl 2):S50-S53.

Dbouk 2006 {published data only}

Dbouk N, McGuire BM. Hepatic encephalopathy: a review of its
pathophysiology and treatment. Current Treatment Options in
Gastroenterology 2006;9(6):464-74.

Demeter 2006 {published data only}

Demeter P. The possibilities of using probiotics in digestive
diseases [A probiotikumok alkalmazasanak lehetosegei
emesztoszervi betegsegekben]. Lege Artis Medicine
2006;16(1):41-7.

Dhiman 2004 {published data only}

Dhiman RK, Chawla YK. Minimal hepatic encephalopathy:
should we start treating it?. Gastroenterology
2004;127(6):1855-7.

Dhiman 2007 {published data only}

Dhiman RK. Minimal hepatic encephalopathy: has the time
come to recognize and treat it?. Bulletin, Postgraduate Institute
of Medical Education and Research, Chandigarh 2007;41(1):1-4.

Dhiman 2009 {published data only}

Dhiman RK, Chawla YK. Minimal hepatic encephalopathy. Indian
Journal of Gastroenterology 2009;28(1):5-16.

Dhiman 2010 {published data only}

Dhiman RK, Saraswat VA, Sharma BK, Sarin SK, Chawla YK,
Butterworth R, et al. Minimal hepatic encephalopathy:
consensus statement of a working party of the Indian National
Association for Study of the Liver. Journal of Gastroenterology
and Hepatology 2010;25(6):1029-41.

Diamant 2011 {published data only}

Diamant M, Blaak EE, de Vos WM. Do nutrient-gut-microbiota
interactions play a role in human obesity, insulin resistance and
type 2 diabetes?. Obesity Reviews 2011;12(4):272-81.

Diehl 2005 {published data only}

Diehl AM. Hepatic complications of obesity. Gastroenterology
Clinics of North America 2005;34(1):45-61.

Diehl 2010 {published data only}

Diehl AM. Hepatic complications of obesity. Gastroenterology
Clinics of North America 2010;39(1):57-68.

Doron 2005 {published data only}

Doron S, Snydman DR, Gorbach SL. Lactobacillus GG:
Bacteriology and clinical applications. Gastroenterology Clinics
of North America 2005;34(3):483-98.

Edmison 2007 {published data only}

Edmison J, McCullough AJ. Pathogenesis of non-alcoholic
steatohepatitis: human data. Clinics in Liver Disease
2007;11(1):75-104.

Eguchi 2011 {published data only}

Eguchi S, Takatsuki M, Hidaka M, Soyama A, Ichikawa T,
Kanematsu T. Perioperative synbiotic treatment to prevent
infectious complications in patients aOer elective living donor
liver transplantation: a prospective randomized study. American
Journal of Surgery 2011;201(4):498-502.

Elkington 1970 {published data only}

Elkington SG. Lactulose. Gut 1970;11(12):1043-8.

Esposito 2009 {published data only}

Esposito E, Iacono A, Bianco G, Autore G, Cuzzocrea S, Vajro P,
et al. Probiotics reduce the inflammatory response induced
by a high-fat diet in the liver of young rats. Journal of Nutrition
2009;139(5):905-11.

Fan 2009 {published data only}

Fan N, Tian ZB, Kong XJ, Zhao QX, Wei LZ. Bifico improves
intestinal macromolecular permeability in patients with liver
cirrhosis. [Chinese]. World Chinese Journal of Digestology
2009;17(36):3745-8.

Ferenci 2001 {published data only}

Ferenci P. Hepatic encephalopathy [Hepatische
enzephalopathie]. Deutsche Medizinische Wochenschri2
2001;126(Suppl 1):S76-S80.

Ferenci 2007 {published data only}

Ferenci P. Treatment options for hepatic encephalopathy: a
review. Seminars in Liver Disease 2007;27(Suppl 2):10-7.

Feret 2010 {published data only}

Feret B, Barner B. Rifaximin: A nonabsorbable, broad-spectrum
antibiotic for reduction in the risk for recurrence of overt
hepatic encephalopathy. Formulary 2010;45(7):210-6.

Ferreira 2010 {published data only}

Ferreira LG, Anastacio LR, Correia M. The impact of nutrition on
cirrhotic patients awaiting liver transplantation. Current Opinion
in Clinical Nutrition and Metabolic Care. 2010;13(5):554-61.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

22



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Finney 2007 {published data only}

Finney M, Smullen J, Foster HA, Brokx S, Storey DM. EKects of
low doses of lactitol on faecal microflora, pH, short chain fatty
acids and gastrointestinal symptomology. European Journal of
Nutrition 2007;46(6):307-14.

Foster 2010 {published data only}

Foster Keith J, Lin Sonia, Turck Charles J. Current and emerging
strategies for treating hepatic encephalopathy. Critical Care
Nursing Clinics of North America 2010;22(3):341-50.

Fujita 2008 {published data only}

Fujita T. Probiotics for patients with liver cirrhosis. Journal of
Hepatology 2008;49(6):1080-1.

Fuster 2007 {published data only}

Fuster GO, Gonzalez-Molero I. Probiotics and prebiotics in
clinical practice. Nutricion Hospitilaria 2007;22:26-34.

Garcia-Tsao 2003 {published data only}

Garcia-Tsao G. Portal hypertension. Current Opinion in
Gastroenterology 2003;19(3):250-8.

Gratz 2010 {published data only}

Gratz SW, Mykkanen H, El-Nezami HS. Probiotics and gut
health: a special focus on liver diseases. World Journal of
Gastroenterology 2010;16(4):403-10.

Greco 2007 {published data only}

Greco F, Barone G, Gargante M P, Malaguarnera M, Toscano MA.
Bifidobacterium longum with fructo-oligosaccharide (FOS)
treatment in minimal hepatic encephalopathy: a randomized,
double-blind, placebo-controlled study. Digestive Diseases and
Sciences 2007;52(11):3259-65.

Gronbaek 2008 {published data only}

Gronbaek H, Thomsen KL, Rungby J, Schmitz O, Vilstrup H. Role
of nonalcoholic fatty liver disease in the development of insulin
resistance and diabetes. Expert Review of Gastroenterology and
Hepatology 2008;2(5):705-11.

Guarner 2009 {published data only}

Guarner F, Khan AG, Garisch J, Eliakim R, Gangl A, Thomson A,
et al. World Gastroenterology Organisation practice guideline:
probiotics and prebiotics. Arab Journal of Gastroenterology
2009;10(1):33-42.

Guerrero 2008 {published data only}

Guerrero HI, Torre DA, Vargas VF, Uribe M. Intestinal flora,
probiotics, and cirrhosis. Annals of Hepatology 2008;7(2):120-4.

Haemmerli 1969 {published data only}

Haemmerli UP, Bircher J. Wrong idea, good results
(the lactulose story). New England Journal of Medicine
1969;281(8):441-2.

Harding 2008 {published data only}

Harding SV, Fraser KG, Wykes LJ. Probiotics stimulate liver and
plasma protein synthesis in piglets with dextran sulfate-induced
colitis and macronutrient restriction. Journal of Nutrition
2008;138(11):2129-35.

Higashikawa 2010 {published data only}

Higashikawa F, Noda M, Awaya T, Nomura K, Oku H,
Sugiyama M. Improvement of constipation and liver function by
plant-derived lactic acid bacteria: a double-blind, randomized
trial. Nutrition 2010;26(4):367-74.

Hong 2009 {published data only}

Hong KS, Kang HW, Im JP, Ji GE, Kim SG, Jung HC, et al. EKect
of probiotics on symptoms in Korean adults with irritable bowel
syndrome. Gut and Liver 2009;3(2):101-7.

Hotten 2003 {published data only}

Hotten P, Marotta F, Naito Y, Minelli E, Helmy A, Lighthouse J, et
al. EKects of probiotics, lactitol and rifaximin on intestinal flora
and fecal excretion of organic acids in cirrhotic patients. Chinese
Journal of Digestive Diseases 2003;4(1):13-8.

Hulkova 2009 {published data only}

Hulkova M, Hosak L. Psychiatric aspects of hepatic
encephalopathy, hepatitis C and liver transplantation. Scripta
Medica Facultatis Medicae Universitatis Brunensis Masarykianae
2009;82(4):256-61.

Iannitti 2010 {published data only}

Iannitti T, Palmieri B. Therapeutical use of probiotic
formulations in clinical practice. Clinical Nutrition 2010;29
(6):701-25.

Imler 1971 {published data only}

Imler M, Kurtz D, Bockel R, Stahl J. Comparative study
of portocaval encephalopathy treatment with lactulose,
lactobacilli and antibiotics [Etude comparative du traitement
de l'encephalopathie porto-cave par le lactulose, les
bacilles lactiques et les antibiotiques]. Therapeutique
1971;47(3):237-48.

Jeejeebhoy 2004 {published data only}

Jeejeebhoy KN. Enteral feeding. Critical Care Medicine
2004;20(2):110-3.

Jia 2005 {published data only}

Jia L, Zhang MH. Comparison of probiotics and lactulose in the
treatment of minimal hepatic encephalopathy in rats. World
Journal of Gastroenterology 2005;11(6):908-11.

Jiang 2008 {published data only}

Jiang CY, Wang BE, Chen D. Protective eKect of compound
tongfu granule on intestinal mucosal barrier in patients
with cirrhosis of decompensation stage. Chinese Journal of
Integrated Traditional and Western Medicine 2008;28(9):784-7.

Jonkers 2007 {published data only}

Jonkers D, Stockbrugger R. Review article: probiotics in
gastrointestinal and liver diseases. Alimentary Pharmacology &
Therapeutics 2007;26:133-48.

Kachaamy 2011 {published data only}

Kachaamy T, Bajaj JS. Diet and cognition in chronic liver
disease. Current Opinion in Gastroenterology 2011;27(2):174-9.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

23



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Kadayifci 2007 {published data only}

Kadayifci A, Merriman RB, Bass NM. Medical treatment
of non-alcoholic steatohepatitis. Clinics in Liver Disease
2007;11(1):119-40.

Karczewski 2010 {published data only}

Karczewski J, Troost FJ, Konings I, Dekker J, Kleerebezem M,
Brummer RJM, et al. Regulation of human epithelial tight
junction proteins by Lactobacillus plantarum in vivo
and protective eKects on the epithelial barrier. American
Journal of Physiology-Gastrointestinal and Liver Physiology
2010;298(6):G851-G859.

Kee;e 2007 {published data only}

KeeKe EB. Hepatic encephalopathy. Seminars in Liver Disease
2007;27(Suppl 2):1-2.

Khan 2010 {published data only}

Khan S, Chang L. Diagnosis and management of IBS. Nature
reviews. Gastroenterology & Hepatology 2010;7(10):565-81.

Kim 2008 {published data only}

Kim XY, Suh JW, Ji GE. Evaluation of S-adenosyl-L-methionine
production by Bifidobacterium bifidum BGN4. Food Science and
Biotechnology 2008;17(1):184-7.

Kirpich 2008 {published data only}

Kirpich IA, Solovieva NV, Leikhter SN, Shidakova NA,
Lebedeva OV, Sidorov PI, et al. Probiotics restore bowel flora
and improve liver enzymes in human alcohol-induced liver
injury: a pilot study. Alcohol 2008; Vol. 42, issue 8:675-82.

Koo 2010 {published data only}

Koo HL, Dupont HL. Rifaximin: A unique gastrointestinal-
selective antibiotic for enteric diseases. Current Opinion in
Gastroenterology 2010;26(1):17-25.

Kramer 2004 {published data only}

Kramer L, Druml W. Ascites and intraabdominal infection.
Current Opinion in Critical Care 2004;10(2):146-51.

Kremer 1974 {published data only}

Kremer H. Intestine and liver-protective therapy [Darm-
und Leberschutztherapie]. Zeitschri2 für Allgemeinmedizin
1974;50(28):1252-5.

Krueger 2004 {published data only}

Krueger KJ, McClain CJ, McClave SA, Dryden GW. Nutritional
supplements and alternative medicine. Current opinion in
Gastroenterology 2004;20(2):130-8.

Kumashiro 2008 {published data only}

Kumashiro R. Treatment of minimal hepatic encephalopathy.
Hepatology Research 2008;38(Suppl 1):S128-S131.

Lata 2006 {published data only}

Lata J, Jurankova J, Pribramska V, Fric P, Senkyrik M, Dite P, et
al. EKect of administration of Escherichia coli Nissle (Mutaflor)
on intestinal colonisation, endo-toxemia, liver function and
minimal hepatic encephalopathy in patients with liver cirrhosis
[Vliv podani Escherichia coli Nissle (Mutaflor) na strevni

osidleni, endotoxemii, funkcni stav jater a minimalni jaterni
encefalopatii u nemocnych s jaterni cirhozou]. Vnitrni Lekarstvi
2006;52(3):215-9.

Lata 2007 {published data only}

Lata J, Novotny I, Pribramska V, Jurankova J, Fric P, Kroupa R,
et al. The eKect of probiotics on gut flora, level of endotoxin
and Child-Pugh score in cirrhotic patients: results of a double-
blind randomized study. European Journal of Gastroenterology
& Hepatology 2007;19(12):1111-3.

Lata 2009 {published data only}

Lata J, Jurankova J, Pribramska V. The eKects of probiotics
on level of endotoxin in patients with liver disease - potential
therapy of non alcoholic steatohepatitis?. Journal of Diabetes
2009;1(Suppl):A150.

Lawrence 2003 {published data only}

Lawrence KR, Adra M, Schwaitzberg SD. An overview of the
pathophysiology and treatment of secondary peritonitis.
Formulary 2003;38(2):102-11.

Li 2002 {published data only}

Li Z, Clark J, Diehl AM. The liver in obesity and type 2 diabetes
mellitus. Clinics in Liver Disease 2002;6(4):867-77.

Lighthouse 2004 {published data only}

Lighthouse J, Naito Y, Helmy A, Hotten P, Fuji H, Min CH, et
al. Endotoxinemia and benzodiazepine-like substances in
compensated cirrhotic patients: a randomized study comparing
the eKect of rifaximine alone and in association with a
symbiotic preparation. Hepatology Research 2004;28(3):155-60.

Lirussi 2007 {published data only}

Lirussi F, Mastropasqua E, Orando S, Orlando R. Probiotics
for non-alcoholic fatty liver disease and/or steatohepatitis.
Cochrane Database of Systematic Reviews 2007, Issue 1. [DOI:
10.1002/14651858.CD005165.pub2]

Liu 2010 {published data only}

Liu JE, Zhang Y, Zhang J, Dong PL, Chen M, Duan ZP. Probiotic
yogurt eKects on intestinal flora of patients with chronic liver
disease. Nursing Research 2010;59(6):426-32.

Loguercio 2002 {published data only}

Loguercio C, De Simone T, Federico A, Terracciano F, Tuccillo C,
Di Chicco M, et al. Gut-liver axis: A new point of attack to treat
chronic liver damage?. American Journal of Gastroenterology
2002;97(8):2144-6.

Loguercio 2005 {published data only}

Loguercio C, Federico A, Tuccillo C, Terracciano F, D'Auria MV,
De Simone C, et al. Beneficial eKects of a probiotic VSL#3
on parameters of liver dysfunction in chronic liver diseases.
Journal of Clinical Gastroenterology 2005;39(6):540-3.

Madsen 2008 {published data only}

Madsen K. Probiotics in critically ill patients. Journal of Clinical
Gastroenterology 2008;42(8):S116-S118.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

24

https://doi.org/10.1002%2F14651858.CD005165.pub2


Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Malaguarnera 2007 {published data only}

Malaguarnera M, Greco F, Barone G, Gargante MP,
Malaguarnera M, Toscano MA. Bifidobacterium longum with
fructo-oligosaccharide (FOS) treatment in minimal hepatic
encephalopathy: a randomized, double-blind, placebo-
controlled study. Digestive Diseases and Sciences 2007; Vol. 52,
issue 11:3259-65. [CN-00609431]

Marotta 2003 {published data only}

Marotta F, Naito Y, Helmy A, Oliva E, Minelli E, Yoshioka M, et al.
Spontaneous bacterial peritonitis associated with experimental
cirrhosis: comparative eKect of diKerent therapeutic options
on endotoxinemia and hemodynamic derangement. Chinese
Journal of Digestive Diseases 2003;4(2):69-74.

Marteau 2001 {published data only}

Marteau P. Prebiotics and probiotics for gastrointestinal health
[11th Nutricia Symposium on Recent Developments in Clinical
Nutrition]. Clinical Nutrition 2001;20:41-5.

Marteau 2002 {published data only}

Marteau P, Bourton-Ruault MC. Nutritional advantages
of probiotics and prebiotics. British Journal of Nutrition
2002;87(Suppl 2):S153-S157.

Marteu 2001 {published data only}

Marteu P. Prebiotics and probiotics for gastrointestinal health.
Clinical Nutrition 2001;20(Suppl 1):41-5.

McAvoy 2006 {published data only}

McAvoy NC, Ferguson JW, Campbell IW, Hayes PC. Non-
alcoholic fatty liver disease: Natural history, pathogenesis and
treatment. British Journal of Diabetes and Vascular Disease
2006;6(6):251-60.

McClave 2009 {published data only}

McClave SA, Martindale RG, Vanek VW, McCarthy M, Roberts P,
Taylor B, et al. Guidelines for the provision and assessment
of nutrition support therapy in the adult critically ill patient:
Society of critical care medicine (SCCM) and American society
for parenteral and enteral nutrition (A.S.P.E.N.). Journal of
Parenteral and Enteral Nutrition 2009;33(3):277-316.

Medina 2004 {published data only}

Medina J, Fernandez-Salazar LI, Garcia-Buey L, Moreno-Otero R.
Approach to the pathogenesis and treatment of nonalcoholic
steatohepatitis. Diabetes Care 2004;27(8):2057-66.

Meier 2005 {published data only}

Meier R, Steuerwald M. Place of probiotics. Current Opinion in
Critical Care 2005;11(4):318-25.

Mencin 2009 {published data only}

Mencin A, Kluwe J, Schwabe RF. Toll-like receptors as targets in
chronic liver diseases. Gut 2009;58(5):704-20.

Mennigen 2009 {published data only}

Mennigen R, Bruewer M. EKect of probiotics on intestinal barrier
function. In: Fromm M editor(s). Microbiology: Bacteriology,
Mycology, Parasitology and Virology. United States: Blackwell
Publishing Inc., 2009:183-9.

Michelfelder 2010 {published data only}

Michelfelder AJ, Lee KC, Bading EM. Integrative medicine and
gastrointestinal disease. Primary Care - Clinics in O;ice Practice
2010;37(2):255-67.

Montgomery 2011 {published data only}

Montgomery JY, Bajaj JS. Advances in the evaluation and
management of minimal hepatic encephalopathy. Current
Gastroenterology Reports 2011;13 (1):26-33.

Montineri 2008 {published data only}

Montineri A, Iacobello C, Larocca L, La Rosa R, Nigro L,
Fatuzzo F. Saccharomyces cerevisiae fungemia associated
with multifocal pneumonia in a patient with alcohol-related
hepatic cirrhosis [Fungemia da Saccharomyces cerevisiae con
polmonite a focolai multipli in paziente con cirrosi epatica
alcool correlata]. Infezioni in Medicina 2008;16(4):227-9.

Montrose 2005 {published data only}

Montrose DC, Floch MH. Probiotics used in human studies.
Journal of Clinical Gastroenterology 2005;39(6):469-84.

Moreno-Luna 2011 {published data only}

Moreno-Luna L E, Fafutis-Morris M, Delgado Rizo V, Zuiga V,
Segura-Ortega J E. Decreased levels of ammonia in patients
with cirrhosis and hyperammonaemia with or without minimal
hepatic encephalopathy treated with inulin-type fructans
and synbiotics [Disminución de los niveles de amonio en
pacientes con cirrosis e hiperamonemia con o sin encefalopatía
hepatica mínima tratados con el simbiótico de fructano tipo
inulina derivado del agave azul y lactobacilos]. World Journal
of Gastroenterology 2011;Conference: 21st Conference of the
Asian Pacific Association for the Study of the Liver, APASL
2011 Bangkok Thailand.:346.

Morgan 2007 {published data only}

Morgan MY, Blei A, GrungreiK K, Jalan R, Kircheis G,
Marchesini G, et al. The treatment of hepatic encephalopathy.
Metabolic Brain Disease 2007;22(3-4):389-405.

Mullen 2007 {published data only}

Mullen KD, Ferenci P, Bass NM, Leevy CB, KeeKe EB. An
algorithm for the management of hepatic encephalopathy.
Seminars in Liver Disease 2007;27(Suppl 2):32-47.

Muting 1972 {published data only}

Muting D, Ordnung W, Arfeen N, Barth V, Reikowski J. Lactulose
treatment in 80 cirrhotics: basic considerations and results
[Lactulosetherapie bei 80 Leberzirrhosekranken: Grundlagen
und Ergebnisse]. Deutsche Medizinische Wochenschri2
1972;97(34):1238-43.

Nair 2008 {published data only}

Nair RRS, Abdurahiman P, Jose J, Sebastian S, Thomas V,
Girija A. Brainstem evoked response audiometry versus visual
evoked response in detecting minimal hepatic encephalopathy
and to assess the response aOer treatment with probiotics - A
randomized double blind placebo controlled study. American
Academy of Neurology 2008;70(11):A50.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

25



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Narayan 2010 {published data only}

Narayan SS, Jalgaonkar S, Shahani S, Kulkarni VN. Probiotics:
current trends in the treatment of diarrhea. Hong Kong Medical
Journal 2010;16(3):213-8.

Nazir 2010 {published data only}

Nazir S, Lau K, Sindram D, Martinie J, Asarian A, Iannitti D.
Secondary prophylaxis of hepatic encephalopathy in
cirrhosis: an open label, randomized controlled trial of
lactulose, probiotics and no-therapy. American congress of
gastroenterology 2010;105:282.

Nolan 2010 {published data only}

Nolan JP. The role of intestinal endotoxin in liver injury: a long
and evolving history. Hepatology 2010;52(5):1829-35.

Nomura 2007 {published data only}

Nomura T, Tsuehiya Y, Nashimoto A, Yabusaki H, Takii Y,
Nakagawa S, et al. Probiotics reduce infectious complications
aOer pancreaticoduodenectomy. Hepatogastroenterology
2007;54(75):661-3.

Norman 2008 {published data only}

Norman K, Pirlich M. Gastrointestinal tract in liver disease:
which organ is sick?. Current Opinion in Clinical Nutrition and
Metabolic Care 2008;11(5):613-9.

O'Brien 2008 {published data only}

O'Brien A, Williams R. Nutrition in end-stage liver disease:
principles and practice. Gastroenterology 2008;134(6):1729-40.

Oben 2008 {published data only}

Oben JA, Nikolopoulos A, Paulon E. Non alcoholic fatty liver
disease. CPD Bulletin Clinical Biochemistry 2008;9(2):47-53.

Ojetti 2009 {published data only}

Ojetti V, Lauritano EC, Barbaro F, Migneco A, Ainora ME,
Fontana L, et al. Rifaximin pharmacology and clinical
implications. Expert Opinion on Drug Metabolism and Toxicology
2009;5(6):675-82.

Okada 2010 {published data only}

Okada H, Kuhn C, Feillet H, Bach JF. The 'hygiene hypothesis'
for autoimmune and allergic diseases: An update. Clinical and
Experimental Immunology 2010;160(1):1-9.

Ooi 2010 {published data only}

Ooi LG, Ahmad R, Yuen KH, Liong MT. Lactobacillus acidophilus
CHO-220 and inulin reduced plasma total cholesterol and
low-density lipoprotein cholesterol via alteration of lipid
transporters. Journal of Dairy Science 2010;93(11):5048-58.

Oshea 2010 {published data only}

Oshea RS, Dasarathy S, McCullough AJ. Alcoholic liver disease.
American Journal of Gastroenterology 2010;105(1):14-32.

Pande 2009 {published data only}

Pande C, Kumar A, Sarin S K. Addition of probiotics to
antibiotics does not improve its eKicacy in prevention of
spontaneous bacterial peritonitis: a double blind placebo-

controlled randomized controlled trial. Hepatology 2009;50(4
(Suppl)):454A.

Park 2007 {published data only}

Park J, Floch MH. Prebiotics, probiotics, and dietary fiber in
gastrointestinal disease. Gastroenterology Clinics of North
America 2007;36(1):47-63.

Phongsamran 2010 {published data only}

Phongsamran PV, Kim JW, Cupo Abbott J, Rosenblatt A.
Pharmacotherapy for hepatic encephalopathy. Drugs
2010;70(9):1131-48.

Pimentel-Nunes 2010 {published data only}

Pimentel-Nunes P, Soares JB, Roncon-Albuquerque Jr R,
Dinis-Ribeiro M, Leite-Moreira AF. Toll-like receptors as
therapeutic targets in gastrointestinal diseases. Expert Opinion
on Therapeutic Targets 2010;14(4):347-68.

Portincasa 2005 {published data only}

Portincasa P, Grattagliano I, Palmieri VO, Palasciano G.
Nonalcoholic steatohepatitis: recent advances from
experimental models to clinical management. Clinical
Biochemistry 2005;38(3):203-17.

Pradere 2010 {published data only}

Pradere JP, Troeger JS, Dapito DH, Mencin AA, Schwabe RF.
Toll-like receptor 4 and hepatic fibrogenesis. Seminars in Liver
Disease 2010;30(3):232-44.

Quercioli 2009 {published data only}

Quercioli A, Montecucco F, Mach F. Update on the treatments
of non-alcoholic fatty liver disease (NAFLD). Cardiovascular and
Hematological Disorders - Drug Targets 2009;9(4):261-70.

Quigley 2006 {published data only}

Quigley EMM, Quera R. Small intestinal bacterial overgrowth:
roles of antibiotics, prebiotics, and probiotics. Gastroentrology
2006;130(2):S78-S90.

Rafiq 2009 {published data only}

Rafiq N, Younossi Z M. Nonalcoholic fatty liver disease: A
practical approach to evaluation and management. Clinics in
Liver Disease 2009;13(2):249-66.

Ratziu 2005 {published data only}

Ratziu V, Tahiri M, Bonyhay L. Nonalcoholic steatohepatitis
[La steatohepatite non alcoolique]. Annales d'Endocrinologie
2005;66(2 II):1S71-1S80.

Rayes 2002 {published data only}

Rayes N, Seehofer D, Hansen S, Boucsein K, Muller AR, Serke S,
et al. Early enteral supply of Lactobacillus and fiber versus
selective bowel decontamination: a controlled trial in liver
transplant recipients. Transplantation 2002;74(1):123-8.

Read 1966 {published data only}

Read AE, McCarthy CF, Heaton KW, Laidlaw J. Lactobacillus
acidophilus (Enpac) in treatment of hepatic encephalopathy.
British Medical Journal 1966;1(5498):1267-9.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

26



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Riddle 2008 {published data only}

Riddle DJ, Dubberke ER. Clostridium diKicile infection in
solid organ transplant recipients. Current Opinion in Organ
Transplantation 2008;13(6):592-600.

Rifatbegovic 2010 {published data only}

Rifatbegovic Z, Mesic D, Ljuca F, Zildzic M, Avdagic M, Grbic K, et
al. EKect of probiotics on liver function aOer surgery resection
for malignancy in the liver cirrhotic. Medicinski Arhiv 2010; Vol.
64, issue 4:208-11.

Riggio 1990 {published data only}

Riggio O, Varriale M, Testore GP, Di Rosa R, Di Rosa E, Merli M,
et al. EKect of lactitol and lactulose administration on the fecal
flora in cirrhotic patients. Journal of Clinical Gastroenterology
1990; Vol. 12, issue 4:433-6.

Riggio 2009 {published data only}

Riggio O, Ridola L. Emerging drugs for hepatic encephalopathy.
Expert Opinion on Emerging Drugs 2009;14(3):537-49.

Riordan 2003 {published data only}

Riordan SM, Skinner N, Nagree A, McCallum H, McIver CJ,
Kurtovic J, et al. Peripheral blood mononuclear cell expression
of toll-like receptors and relation to cytokine levels in cirrhosis.
Hepatology 2003;37(5):1154-64.

Riordan 2007 {published data only}

Riordan SM, Skinner NA, McIver CJ, Liu Q, Bengmark S, Bihari D,
et al. Synbiotic-associated improvement in liver function in
cirrhotic patients: Relation to changes in circulating cytokine
messenger RNA and protein levels. Microbial Ecology in Health
and Disease 2007;19(1):7-16.

Riordan 2010 {published data only}

Riordan SM, Williams R. Gut flora and hepatic encephalopathy
in patients with cirrhosis. New England Journal of Medicine
2010;362(12):1140-2.

Roberts 2006 {published data only}

Roberts EA, Yap J. Nonalcoholic fatty liver disease (NAFLD):
approach in the adolescent patient. Current Treatment Options
in Gastroenterology 2006;9(5):423-31.

Romero-Gomez 2010 {published data only}

Romero-Gomez M. Pharmacotherapy of hepatic
encephalopathy in cirrhosis. Expert Opinion on
Pharmacotherapy 2010;11(8):1317-27.

Sanyal 2008 {published data only}

Sanyal AJ, Bosch J, Blei A, Arroyo V. Portal hypertension and its
complications. Gastroenterology 2008;134(6):1715-28.

Scevola 1989 {published data only}

Scevola D, Zambelli A, Concia E, Perversi L, Candiani C.
Lactitol and neomycin: monotherapy or combined therapy
in the prevention and treatment of hepatic encephalopathy?
[Lattitolo e neomicina: monoterapia o terapia combinata nella
prevenzione e nel trattamento dell'encefalopatia epatica?].
Clinica Terapeutica 1989;129(2):105-11.

Schiano 2010 {published data only}

Schiano TD. Treatment options for hepatic encephalopathy.
Pharmacotherapy 2010;30(5 pt 2):16S-21S.

Seva-Pereira 2003 {published data only}

Seva-Pereira T, Fernandez J, Navasa M, Vila J, Rodes J. Failure of
acarbose in preventing bacterial translocation in experimental
cirrhosis. Journal of Hepatology 2003;39(3):454-5.

Shawcross 2005 {published data only}

Shawcross D, Jalan R. Dispelling myths in the treatment of
hepatic encephalopathy. Lancet 2005;365(9457):431-3.

Sheth 2008 {published data only}

Sheth AA, Garcia-Tsao G. Probiotics and liver disease. Journal of
Clinical Gastroenterology 2008;42(6):S80-S84.

Shin 2010 {published data only}

Shin HS, Park SY, Lee DK, Kim SA, An HM, Kim JR, et al.
Hypocholesterolemic eKect of sonication-killed bifidobacterium
longum isolated from healthy adult Koreans in high cholesterol
fed rats. Archives of Pharmacal Research 2010;33(9):1425-31.

Shukla 2009 {published data only}

Shukla S, Leisner E, Guha S, Mehboob S. EKects of use of
probiotics in minimal hepatic encephalopathy: a meta-
analysis of randomized controlled trials. American Journal of
Gastroenterology 2009;104:385.

Shukla 2011 {published data only}

Shukla S, Shukla A, Mehboob S, Guha S. Meta-analysis: the
eKects of gut flora modulation using prebiotics, probiotics and
synbiotics on minimal hepatic encephalopathy. Alimentary
Pharmacology & Therapeutics 2011;33(6):662-71.

Simons 2006 {published data only}

Simons LA, Amansec SG, Conway P. EKect of Lactobacillus
fermentum on serum lipids in subjects with elevated serum
cholesterol. Nutrition, Metabolism and Cardiovascular Diseases
2006;16(8):531-5.

Solga 2003 {published data only}

Solga SF. Probiotics can treat hepatic encephalopathy. Medical
Hypotheses 2003;61(2):307-13.

Sotelo 2010 {published data only}

Sotelo N. Pediatric viral hepatitis: avoiding liver failure. Pediatric
Health 2010;4(6):613-22.

Stadlbauer 2008 {published data only}

Stadlbauer V, Mookerjee RP, Hodges S, Wright GAK, Davies NA,
Jalan R. EKect of probiotic treatment on deranged neutrophil
function and cytokine responses in patients with compensated
alcoholic cirrhosis. Journal of Hepatology 2008;48(6):945-51.

Stewart 2003 {published data only}

Stewart SF, Day CP. The management of alcoholic liver disease.
Journal of Hepatology 2003;38(1):S2-S13.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

27



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Stewart 2007 {published data only}

Stewart CA, Smith GE. Minimal hepatic encephalopathy.
Nature Clinical Practice Gastroenterology and Hepatology
2007;4(12):677-85.

Story 2010 {published data only}

Story BT, Kowdley KV. Rifaximin maintained remission from
hepatic encephalopathy longer than placebo in patients
with cirrhosis: commentary. Annals of Internal Medicine
2010;153(4):JC2-8.

Strauss 2006 {published data only}

Strauss E, Caly WR. Spontaneous bacterial peritonitis: a
therapeutic update. Expert Review of Anti-Infective Therapy
2006;4(2):249-60.

Sun 2007 {published data only}

Sun S, Rao NL, Venable J, Thurmond R, Karlsson L.
TLR7/9 antagonists as therapeutics for immune-mediated
inflammatory disorders. Inflammation and Allergy - Drug Targets
2007;6(4):223-35.

Sundaram 2009 {published data only}

Sundaram V, Shaikh OS. Hepatic encephalopathy:
pathophysiology and emerging therapies. Medical Clinics of
North America 2009;93(4):819-36.

Szabo 2010 {published data only}

Petrasek J, Mandrekar P, Szabo G. Toll-like receptors in the
pathogenesis of alcoholic liver disease. Gastroenterology
Research and Practice 2010 Aug 17 [Epub ahead of print].

Szilagyi 2004 {published data only}

Szilagyi A. Redefining lactose as a conditional prebiotic.
Canadian journal of gastroenterology 2004;18(3):163-7.

Tandon 2009 {published data only}

Tandon P, Moncrief K, Madsen K, Arrieta MC, Owen RJ,
Bain VG, et al. EKects of probiotic therapy on portal pressure
in patients with cirrhosis: a pilot study. Liver International
2009;29(7):1110-5.

Tarao 1995 {published data only}

Tarao K, Tamai S, Ito Y, Okawa S, Hayashi M. EKects of lactitol on
fecal bacterial flora in patients with liver cirrhosis and hepatic
encephalopathy. Nippon Shokakibyo Gakkai Zasshi [Japanese
Journal of Gastroenterology] 1995;92(7):1037-50.

Thoma 2003 {published data only}

Thoma C, Green TJ, Ferguson LR. Citrus pectin and oligofructose
improve folate status and lower serum total homocysteine in
rats. International Journal for Vitamin and Nutrition Research
2003;73(6):403-9.

Tolman 2007 {published data only}

Tolman KG, Dalpiaz AS. Treatment of non-alcoholic fatty
liver disease. Therapeutics and Clinical Risk Management
2007;3(6):1153-63.

Toris 2011 {published data only}

Toris GT, Bikis CN, Tsourouflis GS, Theocharis SE. Hepatic
encephalopathy: an updated approach from pathogenesis to
treatment. Medical Science Monitor 2011;17(2):RA53-RA63.

Valenti 2009 {published data only}

Valenti L, Ludovica Fracanzani A, Fargion S. The
immunopathogenesis of alcoholic and nonalcoholic
steatohepatitis: two triggers for one disease?. Seminars in
Immunopathology 2009;31(3):359-69.

Van Erpecum 2006 {published data only}

Van Erpecum KJ. Ascites and spontaneous bacterial peritonitis
in patients with liver cirrhosis. Scandanavian Journal of
Gastroenterology 2006;41:79-84.

Vanovski 1975 {published data only}

Vanovski B. Diagnosis and therapy of hepatic coma
[Dijagnostika i terapija na crnodrobnata koma]. Godisen Zbornik
na Medicinskiot Fakultet Vo Skopje 1975;21:405-13.

Vince 1974 {published data only}

Vince A, Zeegen R, Drinkwater JE, O'Grady F, Dawson AM.
The eKect of lactulose on the faecal flora of patients with
hepatic encephalopathy. Journal of Medical Microbiology
1974;7(2):163-8.

Vinnitskaia 2008 {published data only}

Vinnitskaia EV, Osipov AG, Drozdov VN, Petrakov AV,
Lazebnik LB. Diagnosis of spontaneous bacterial peritonitis
in liver cirrhosis. Eksperimental'Naia i Klinicheskaia
Gastroenterologiia 2008;3:18-24.

Vleggaar 2008 {published data only}

Vleggaar FP, Monkelbaan JF, van Erpecum KJ. Probiotics
in primary sclerosing cholangitis: a randomized placebo-
controlled crossover pilot study. European Journal of
Gastroenterology & Hepatology 2008; Vol. 20, issue 7:688-92.

Wierzbicka 2008 {published data only}

Wierzbicka A, Socha P. The pathomechanism of nonalcoholic
fatty liver disease (NAFLD). Experimental and Clinical
Hepatology 2008;4(2):55-9.

Wilbur 2009 {published data only}

Wilbur K. Nonviral hepatitis. Journal of Pharmacy Practice
2009;22(4):388-404.

Wright 2007 {published data only}

Wright G, Jalan R. Management of hepatic encephalopathy in
patients with cirrhosis. Best Practice and Research in Clinical
Gastroenterology 2007;21(1):95-110.

Wu 2008 {published data only}

Wu W C, Zhao W, Li S. Small intestinal bacteria overgrowth
decreases small intestinal motility in the NASH rats. World
Journal of Gastroenterology 2008;14(2):313-7.

Xu 2009 {published data only}

Xu C, Li S, Pan B. Current drug therapy in ulcerative colitis.
Journal of Chinese Clinical Medicine 2009;4(7):410-20.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

28



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Yakabe 2009 {published data only}

Yakabe T, Moore EL, Yokota S, Sui H, Nobuta Y, Fukao M, et al.
Safety assessment of Lactobacillus brevis KB290 as a probiotic
strain. Food and Chemical Toxicology 2009;47(10):2450-3.

Yoshikawa 2006 {published data only}

Yoshikawa T, Nakanishi K, Maruta T, Takenaka D,
Hirota S, Matsumoto S, et al. Anticoagulant-induced
pseudothrombocytopenia occurring aOer transcatheter arterial
embolization for hepatocellular carcinoma. Japanese Journal of
Clinical Oncology 2006;36(8):527-31.

Younossi 2008 {published data only}

Younossi ZM. Review article: current management of non-
alcoholic fatty liver disease and non-alcoholic steatohepatitis.
Alimentary Pharmacology and Therapeutics 2008;28:2-12.

Zafirova 2010 {published data only}

Zafirova Z, O'Connor M. Hepatic encephalopathy: current
management strategies and treatment, including management
and monitoring of cerebral edema and intracranial
hypertension in fulminant hepatic failure. Current Opinion in
Anaesthesiology 2010;23(2):121-7.

Zhang 2006 {published data only}

Zhang LY, Li N, Des Robert C, Fang MZ, Liboni K, McMahon R, et
al. Lactobacillus rhamnosus GG decreases lipopolysaccharide-
induced systemic inflammation in a gastrostomy-fed infant
rat model. Journal of Pediatric Gastroenterology and Nutrition
2006;42(5):545-52.

Zhao 2004 {published data only}

Zhao HY, Wang HJ, Lu Z, Xu SZ. Intestinal microflora in patients
with liver cirrhosis. Chinese Journal of Digestive Diseases
2004;5(2):64-7.

 

References to ongoing studies

Sharma 2010 {published and unpublished data}

Sharma BC. Secondary prophylaxis of hepatic encephalopathy
in cirrhosis: an open label, randomized controlled trial of
lactulose, probiotics and no-therapy. http://apps.who.int/
trialsearch/Trial.aspx?TrialID=NCT01178372 (accessed 4 March
2011).

 

Additional references

Als-Nielsen 2003

Als-Nielsen B, Koretz RL, Gluud LL, Gluud C. Branched-
chain amino acids for hepatic encephalopathy. Cochrane
Database of Systematic Reviews 2003, Issue 1. [DOI:
10.1002/14651858.CD001939]

Als-Nielsen 2004a

Als-Nielsen B, Gluud LL, Gluud C. Benzodiazepine receptor
antagonists for hepatic encephalopathy. Cochrane
Database of Systematic Reviews 2004, Issue 2. [DOI:
10.1002/14651858.CD002798.pub2]

Als-Nielsen 2004b

Als-Nielsen B, Gluud LL, Gluud C. Nonabsorbable disaccharides
for hepatic encephalopathy. Cochrane Database of Systematic
Reviews 2004, Issue 2. [DOI: 10.1002/14651858.CD003044.pub2]

Als-Nielsen 2004c

Als-Nielsen B, Gluud LL, Gluud C. Dopaminergic agonists for
hepatic encephalopathy. Cochrane Database of Systematic
Reviews 2004, Issue 4. [DOI: 10.1002/14651858.CD003047.pub2]

Altman 1996

Altman DG, Bland JM. Comparing several groups using analysis
of variance. BMJ (Clinical Researc Ed.) 1996;312:1472-3.

Arguedas 2003

Arguedas MR, DeLawrence TG, McGuire BM. Influence of hepatic
encephalopathy on health-related quality of life in patients with
cirrhosis. Digestive Diseases and Sciences 2003;48:1622-6.

Bajaj 2011

Bajaj JS, Cordoba J, Mullen KD, Amodio P, Shawcross DL,
Butterworth RF, et al. Review article: the design of clinical
trials in hepatic encephalopathy – an International Society
for Hepatic Encephalopathy and Nitrogen Metabolism
(ISHEN) consensus statement. Alimentary Pharmacology and
Therapeutics 2011;33(7):739-47.

Besselink 2008

Besselink MGH, van Santvoort HC, Buskens E, Boermeester MA,
van Goor H, Timmerman HM, et al. Probiotic prophylaxis in
predicted severe acute pancreatitis: a randomised, double-
blind, placebo-controlled trial. Lancet 2008;371(9613):651-9.

Blei 2001

Blei AT, Córdoba J. Hepatic encephalopathy. The American
Journal of Gastroenterology 2001;96:1968-76.

Brazier 1992

Brazier JE, Harper R, Jones NMB, O'Cathain A, Thomas KJ,
Usherwood T, et al. Validating the SF-36® Health Survey
Questionnaire: new outcome measure for primary care. BMJ
(Clinical Research Ed.) 1992;305:160-4.

Butterworth 1987

Butterworth RF, Giguère JF, Michaud J, Lavoie J, Layrargues GP.
Ammonia: key factor in the pathogenesis of hepatic
encephalopathy. Molecular and Chemical Neuropathology
1987;6:1-12.

Ferenci 2002

Ferenci P, Lockwood A, Mullen K, Tarter R, Weissenborn K,
Blei AT. Hepatic encephalopathy — Definition, nomenclature,
diagnosis, and quantification: Final report of the Working Party
at the 11 th World Congresses of Gastroenterology, Vienna,
1998. Hepatology 2002;35:716-21.

Gluud 2011

Gluud C, Nikolova D, Klingenberg SL, Alexakis N, Als-Nielsen B,
Colli A, et al. Cochrane Hepato-Biliary Group. About The
Cochrane Collaboration (Cochrane Review Groups (CRGs)).
2011, Issue 7. Art. No.: LIVER.

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

29

https://doi.org/10.1002%2F14651858.CD001939
https://doi.org/10.1002%2F14651858.CD002798.pub2
https://doi.org/10.1002%2F14651858.CD003044.pub2
https://doi.org/10.1002%2F14651858.CD003047.pub2


Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Groeneweg 1998

Groeneweg M, Quero JC, De Bruijn I, Hartmann IJC, Essink-
bot M, Hop WCJ, et al. Subclinical hepatic encephalopathy
impairs daily functioning. Hepatology 1998;28:45-9.

Higgins 2011

Higgins J, Green S. Cochrane Handbook for Systematic Reviews
of Interventions Version 5.1.0 [updated March 2011]. The
Cochrane Colloboration, 2011. Available from www.cochrane-
handbook.org.

ICH-GCP 1997

International Conference on Harmonisation Expert Working
Group. International conference on harmonisation of technical
requirements for registration of pharmaceuticals for human
use. ICH harmonised tripartite guideline. Guideline for good
clinical practice1997 CFR & ICH Guidelines. 1. Vol. 1, PA
19063-2043, USA: Barnett International/PAREXEL, 1997.

Jiang 2009

Jiang Q, Jiang XH, Zheng MH, Chen YP. l Ornithine l aspartate in
the management of hepatic encephalopathy: A meta analysis.
Journal of Gastroenterology and Hepatology 2009;24(1):9-14.

Kjaergard 2001

Kjaergard LL, Villumsen J, Gluud C. Reported methodologic
quality and discrepancies between large and small
randomized trials in meta-analyses. Annals of Internal Medicine
2001;135(11):982-9.

Lefebvre 2011

Lefebvre C, Manheimer E, Glanville J. Chapter 6: Searching for
studies. In: Higgins JPT, Green S (editors). Cochrane Handbook
for Systematic Reviews of Interventions Version 5.1.0 [updated
September 2011]. The CochraneCollaboration, 2011. Available
from www.cochrane-handbook.org.

McGee 2010

McGee R, O'Connor PM, Russell D, Dempsey EM, Ryan AC,
Ross PR, et al. Prolonged faecal excretion following a single
dose of probiotic in low birth weight infants. Acta Paediatrica
2010;99(10):1587-8.

Moher 1998

Moher D, Pham B, Jones A, Cook DJ, Jadad AR, Moher M, et al.
Does quality of reports of randomised trials aKect estimates of
intervention eKicacy reported in meta-analyses?. The Lancet
1998;352:609-13.

Poordad 2007

Poordad FF. Review article: the burden of hepatic
encephalopathy. Alimentary Pharmacology & Therapeutics
2007;25:3-9.

RevMan 2011 [Computer program]

The Nordic Cochrane Centre, The Cochrane Collaboration.
Review Manager (RevMan). Version 5.1. Copenhagen: The
Nordic Cochrane Centre, The Cochrane Collaboration, 2011.

Riordan 1997

Riordan SM, Williams R. Treatment of hepatic encephalopathy.
The New England Journal of Medicine 1997;337:473.

Rolfe 2000

Rolfe RD. The role of probiotic cultures in the control of
gastrointestinal health. Journal of Nutrition 2000;130:396.

Royle 2003

Royle P, Milne R. Literature searching for randomized controlled
trials used in Cochrane reviews: rapid versus exhaustive
searches. International Journal of Technology Assessment in
Health Care 2003;19(4):591-603.

Schrezenmeir 2001

Schrezenmeir J, de Vrese M. Probiotics, prebiotics, and
synbiotics - approaching a definition. American Journal of
Clinical Nutrition 2001;73:361S.

Schulz 1995

Schulz KF, Chalmers I, Hayes RJ, Altman DG. Empirical evidence
of bias. Dimensions of methodological quality associated
with estimates of treatment eKects in controlled trials. JAMA
1995;273(5):408-12.

Sharon 2006

Sharon SLW, Wilczynski NL, Haynes RB. Developing optimal
search strategies for detecting clinically sound treatment
studies in EMBASE. Journal of the Medical Library Association
2006;94:41-7.

Shukla 2011a

Shukla S, Shukla A, Mehboob S, Guha S. Meta analysis: the
eKects of gut flora modulation using prebiotics, probiotics and
synbiotics on minimal hepatic encephalopathy. Alimentary
Pharmacology & Therapeutics. 2011;33:662-71.

Thorlund 2009

Thorlund K, Devereaux PJ, Wetterslev J, Guyatt G, Ioannidis JPA,
Thabane L, et al. Can trial sequential monitoring boundaries
reduce spurious inferences from meta-analyses?. International
Journal of Epidemiology 2009;38(1):276-86.

Turnbaugh 2007

Turnbaugh PJ, Ley RE, Hamady M, Fraser-Liggett CM,
Knight R, Gordon JI. The human microbiome project. Nature
2007;449(7164):804-10.

Vaquero 2003

Vaquero J, Chung C, Cahill ME, Blei AT. Pathogenesis of hepatic
encephalopathy in acute liver failure. Seminars in Liver Disease
2003;23:259-69.

Ware 1994

Ware JE, Kosinski M, Keller SK. SF-36® Physical and Mental
HealthSummary Scales: A User's Manual. Boston, MA: The
Health Institute, 1994.

Wood 2008

Wood L, Egger M, Gluud LL, Schulz KF, Jüni P, Altman GD, et
al. Empirical evidence of bias in treatment eKect estimates in

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

30



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

controlled trials with diKerent interventions and outcomes:
meta-epidemiological study. BMJ (Clinical Research Ed.)
2008;336:601-5.

 
* Indicates the major publication for the study

 

C H A R A C T E R I S T I C S   O F   S T U D I E S

Characteristics of included studies [ordered by study ID]

 

Methods Design: a prospective randomised trial with open allocation. 
A 2:1 randomisation to the treatment arm was performed. 
Trial duration: 60 days. 
Treatment duration: 60 days.

Participants Setting: outpatient single tertiary centre trial. 
Country: United States of America. 
Age range (years): 44 to 60. 
Total numbers randomised (group A/group B): 25 (17/8). 
Sex (M/F): not stated. 
Language: English. 
Stage/severity of hepatic encephalopathy: Child-Pugh score A/B/C: 22/3/0. 
Cause of hepatic encephalopathy: nonalcoholic etiology of cirrhosis.

Inclusions: nonalcoholic participants with cirrhosis with minimal hepatic encephalopathy. Defined by
no alcohol intake within 3 months of the trial and a nonalcoholic etiology of cirrhosis.

Exclusions: 
1. Alcohol use within 3 months.                                 
2. Alcoholic etiology of cirrhosis.                               
3. Current psychoactive medication use.                  
4. On current therapy for prevention or treatment of overt hepatic encephalopathy. 
5. Lack of English fluency. 
6. History of overt hepatic encephalopathy. 
7. Antibiotic use within 6 weeks of the trial. 
8. Diabetes mellitus.

Interventions Treatment group (A) probiotic yogurt: 
1. Streptococcus thermophilus (log 9 CFU/g on Day 0) for 60 days. 
2. Lactobacillus bulgaricus (log 8.7 CFU/g on Day 0) for 60 days. 
3. Lactobacillus acidophilus and Lactobacillus casei (log 5.9 CFU/g on Day 0) for 60 days. 
4. Bifidobacteria (log 5.2 CFU/g on Day 0) for 60 days. 
Participants received 12 ounces of yogurt a day. 
The specific probiotic used in this yogurt was Yo-Fast 88 manufactured by Chr-Hansen Inc in Denmark. 
Yogurt is manufactured by CC Jersey Crème, Spring Valley, Wisconsin.

Control group (B): no treatment.

Outcomes 1. Minimal hepatic encephalopathy reversal. 
2. Overt hepatic encephalopathy development. 
3. Adherence. 
4. Child-Pugh score. 
5. Meld score. 
6. SF-36 score. 
7. Venous ammonia. 
8. IL-6 and TNF-alpha levels.

Notes Contacted Prof. JS. Bajaj on the 14th of October 2010. Additional information provided by the author.

Risk of bias

Bajaj 2008 
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Bias Authors' judgement Support for judgement

Sequence generation Low risk Adequate sequence generation. A 2:1 randomisation was performed using a
random numbers table.

Allocation concealment High risk The treatment allocation was not concealed from the principal investigator.

Blinding 
Participants

High risk Participants knew whether they were in the treatment group or in the control
group.

Blinding 
Personnel

High risk The investigator knew whether a patient was included in the treatment group
or in the control group.

Blinding 
Outcome assessors

Low risk The outcome scorer was blinded.

Incomplete outcome data 
All outcomes

Low risk 3 out of 17 patients in the treatment group dropped out; 1 died from sepsis un-
related to the trial on day 67 but did not come to his first visit, and 2 did not
like the taste and dropped out on days 13 and 17, respectively.

2 out of 8 patients in the control group dropped out; they developed OHE on
days 22 and 35.

Primary analysis used an intention-to-treat analysis.

Selective outcome report-
ing

Low risk All outcomes mentioned in the methods (minimal hepatic encephalopathy
reversal, overt hepatic encephalopathy development and adherence) were
described in the results at baseline, after 30 days and after 60 days. Personal
communication with the author revealed no other outcomes were assessed.

Funding source Low risk The General Clinical Research Center at the Medical College of Wisconsin spon-
sored by the NIH supported this study.

Bajaj 2008  (Continued)

 
 

Methods Design: a parallel group randomised trial. 
Study duration: unknown. 
Treatment duration: 30 days.

Participants Setting: outpatient. 
Country: China. 
Age range (years): 43 to 69. 
Total numbers randomised (group A/group B/group C): 55 (20/20/15). 
Group C was not relevant to our analysis. 
Sex (M/F): 53/2. 
Language: English. 
Stage/severity of hepatic encephalopathy: Child-Pugh score A/B+C: 8/47. 
Cause of hepatic encephalopathy: patients with cirrhosis and hepatic encephalopathy without known
precipitants of hepatic encephalopathy, like renal impairment, alcohol related hepatic encephalopa-
thy, complicating hepatocellular carcinoma, etc.

Inclusions: 
1. Cirrhotic patients with minimal hepatic encephalopathy,  without over hepatic encephalopathy. 
2. Patients who had been abstinent from alcohol for at least two months, as corroborated by family
members and/or caregivers.

Exclusions: 

Liu 2004 

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

32



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

1. Histological features of alcoholic hepatitis. 
2. A history within the previous six weeks of factors including infection, treatment with antibiotics, lac-
tulose or immunomodulatory drugs, and gastrointestinal haemorrhage. 
3. Other causes of reversible hepatic functional decompensation, such as drug-related hepatotoxicity
and choledocholithiasis. 
4. Other known precipitants of hepatic encephalopathy, including renal impairment, electrolyte imbal-
ance, and complicating hepatocellular carcinoma.

Interventions Treatment group (A) 
Oral supplementation with a synbiotic preparation containing Pediacoccus pentoseceus, Leuconostoc

mesenteroides, Lactobacillus paracasei and Lactobacillus plantarum (each probiotic at 1010 CFU's/day,

total dose of probiotics in a day: 4 x 1010 CFU's) plus 10 g of bioactive fermentable fibre (2.5 g beta glu-
can, 2.5 g inulin, 2.5 g pectin, 2.5 g resistant starch) for 30 days.

Treatment group (B) 
10 g of bioactive fermentable fibre (2.5 g beta glucan, 2.5 g inulin, 2.5 g pectin, 2.5 g resistant starch) for
30 days.

Control group (C) 
Placebo (non fermentable fibre) for 30 days.

Outcomes 1. Faecal pH. 
2. Venous ammonia levels. 
3. Serum endotoxin levels. 
4. Minimal hepatic encephalopathy status. 
5. Child-Pugh score. 
6. Adverse events. 
7. Overt hepatic encephalopathy development.

Notes Contacted Dr. Q. Liu on the 15th of October 2010, no response.

Risk of bias

Bias Authors' judgement Support for judgement

Sequence generation High risk One sachet was randomly drawn from a pool for each patient, which is equiva-
lent to drawing lots. We feel that this does not represent best practice for ran-
domisation and so according to our predefined criteria have judged this cate-
gory as high risk of bias.

Allocation concealment Unclear risk Not stated.

Blinding 
Participants

Unclear risk Not stated for participants.

Blinding 
Personnel

Unclear risk Which sachets (A, B, or C) contained the synbiotic, fermentable fibre or non
fermentable fibre preparations was unknown to the investigators until after
the completion of the study and results had been analysed.

Blinding 
Outcome assessors

Unclear risk Not stated for outcome assessors.

Incomplete outcome data 
All outcomes

Unclear risk Unclear from the study.

Selective outcome report-
ing

Unclear risk Unclear from the study.

Funding source Unclear risk Not stated.

Liu 2004  (Continued)
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Methods Design: a parallel group randomised trial. 
Study duration: 23 days. 
Treatment duration: 10 days.

Participants Setting: outpatient. 
Country: Italy. 
Age range (years): 25 to 68. 
Total numbers randomised (group A/group B): 40 (20/20). 
Sex (M/F): 26/14. 
Language: English. 
Stage/severity of hepatic encephalopathy: grade I or II. 
Cause of hepatic encephalopathy: alcohol, hepatitis, cirrhosis.

Inclusions: cirrhotic patients with non-advanced hepatic encephalopathy (grade I or II).

Exclusions: 
1. HE degree > 2. 
2. Alcohol use at the moment of the study. 
3. Mental disorders and/or benzodiazepine use. 
4. Non compliance.

Interventions Treatment group (A) 

Enterococcus Lactic Acid bacteria strain SF68 (two capsules, each containing 75 x 106 CFU's, three
times daily, for 10 days) Bioflorin is a trade name of Giuliani and is distributed by Gipharmex SpA, Italy.

Control group (B) 
30 ml lactulose four times daily, for 10 days.

Outcomes 1. Mental state. 
2. Bowel function. 
3. Presence/absence abdominal pain. 
4. Blood ammonia level. 
5. Presence/absence meteorism. 
6. Reitan's test (number connection test). 
7. Adverse events.

Notes Additional information on risk of bias criteria provided by the author. Contacted Prof. C. Loguercio on
the 15th of October 2010.

Risk of bias

Bias Authors' judgement Support for judgement

Sequence generation Unclear risk Patients were randomly assigned to a treatment group. No further information
about randomisation.

Allocation concealment Unclear risk Information not provided.

Blinding 
Participants

Low risk Participants were blinded.

Blinding 
Personnel

Low risk Personnel was blinded.

Blinding 
Outcome assessors

Low risk The outcome scorer was blinded.

Loguercio 1987 
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Incomplete outcome data 
All outcomes

High risk All patients completed the treatment period. Five patients given lactulose and
four given Enterococcus SF68 did not arrive for post-treatment follow-up. On
day 15, two patients given lactulose were withdrawn from the study because
of marked hyperammonaemia and a worsening of hepatic encephalopathy.

Selective outcome report-
ing

Unclear risk Unclear from study.

Funding source High risk Gipharmex (Milan, Italy) supported this study.

Loguercio 1987  (Continued)

 
 

Methods Design: a double-blind parallel group randomised trial. 
Study duration: 2004 to 2007. 
Treatment duration: 60 days.

Participants Setting: inpatient. 
Country: Italy. 
Age range (years): not stated. 
Total numbers randomised (group A/group B): 125 (63/62). 
Sex (M/F): 62/63. 
Language: English. 
Stage/severity of hepatic encephalopathy: Child-Pugh score A/B/C: 46/59/20. 
Cause of hepatic encephalopathy: chronic hepatitis and cryptogenic cirrhosis with spontaneous hepat-
ic encephalopathy.

Inclusions: 
1. Chronic hepatitis with spontaneous manifest hepatic encephalopathy (mental state grade I or II. ac-
cording to the West-Haven criteria) and a Number Collection Test-A performance time > 30 seconds. 
2. Hyperammonemia (venous ammonia concentration > 50 mmol/l). 
3. Co-operative, hospitalised, adult patients with liver cirrhosis diagnosed by clinical, histological and
ultrasonographic findings (reduced dimensions of the liver as well as splenomegaly) and oesophageal
varices (stages II or III) observed by endoscopy.

Exclusions: 
1. Major complications of portal hypertension, such as gastrointestinal blood loss, hepatorenal syn-
drome or bacterial peritonitis. 
2. Acute superimposed liver injury. 
3. Other neurological disease and metabolic disorders such as alcoholism, diabetes mellitus, unbal-
anced heart failure and/or respiratory failure or end-stage renal disease. 
4. Severe hepatic encephalopathy (mental state grade III-IV). 
5. Administration of anti-hepatic encephalopathy medications such as neomycin, branched-chain
amino acids. 
6. Any additional precipitating factors such as high protein intake (additional high-protein meals),
constipation or intake of psychostimulants, sedatives, antidepressants, benzodiazepines or benzodi-
azepines antagonists (flumazenil). 
7. Fever, sepsis, or shock were also excluded to avoid variations caused by body temperature.

Interventions Treatment group (A) 
Bifidobacterium (subtype not stated) + (FOS) fructo-oligosaccharides for 60 days (dose not stated).

Control group (B) 
Lactulose for 60 days (dose not stated).

Note: FOS and lactulose were considered comparable because they are both complex carbohydrates,
which are indigestible to humans but digestible to bacteria. We were unable to locate any efficacy data
comparing FOS to lactulose in hepatic encephalopathy patients.

Malaguarnera 2010 
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Outcomes 1. Trail making test. 
2. Cognitive functions. 
3. Grade of hepatic encephalopathy. 
4. Child-Pugh score.

Notes Contacted Dr. M. Malaguarnera on the 15th of October 2010, no response.

Risk of bias

Bias Authors' judgement Support for judgement

Sequence generation Low risk Randomisation was based on a computer-generated list.

Allocation concealment Unclear risk Stated it was a double-blind trial, but not for whom.

Blinding 
Participants

Unclear risk Stated it was a double-blind trial, but not for whom.

Blinding 
Personnel

Unclear risk Stated it was a double-blind trial, but not for whom.

Blinding 
Outcome assessors

Unclear risk Not stated for outcome assessors.

Incomplete outcome data 
All outcomes

Unclear risk Unclear from study.

Selective outcome report-
ing

Unclear risk Unclear from the study.

Funding source Unclear risk Not stated.

Malaguarnera 2010  (Continued)

 
 

Methods Design: a parallel randomised trial. 
Study duration: October 2007 to October 2009. 
Treatment duration: three months.

Participants Setting: outpatient. 
Country: India. 
Age range (years): 32 to 54. 
Total numbers randomised (group A/group B/group C/group D): 160 (40/40/40/40). 
We did not use group B and D in our analysis as these were not useful to compare to probiotics. 
Sex (M/F): 123/37. 
Language: English. 
Stage/severity of hepatic encephalopathy: not stated. 
Cause of hepatic encephalopathy: cirrhosis due to alcoholic liver disease, hepatitis B, hepatitis C or
other causes.

Inclusions: patients with cirrhosis who have minimal hepatic encephalopathy, diagnosed by two or
more abnormal (+2SD from the mean) psychometric tests.

Exclusions: 
1. Overt HE based on detailed neurological examination or history of overt HE in past 6 weeks. 
2. Recent history (< 6 wk) of gastrointestinal bleed. 
3. Active ongoing infection. 
4. Renal impairment with serum creatinine > 1.5mg%. 

Mittal 2009 
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5. Electrolyte impairment (S. Sodium < 130 or > 150 meq/dL, S. Potassium < 3.0 or > 5.5 meq/dL). 
6. Recent alcohol use (< 6wk) as reported by the patient, recent use of antibiotic, lactulose or LOLA (<
6wk), use of psychotropic drugs in last 6 weeks. 
7. TIPS, shunt surgery. 
8. Hepatocellular carcinoma. 
9. Severe co-morbidity as congestive heart failure, pulmonary disease, neurological & psychiatric prob-
lems impairing quality of life, or poor vision precluding neuropsychiatric assessment.

Interventions Control group (A) 
No treatment.

Treatment group (B) 
30ml to 60 ml lactulose twice daily for three months.

Treatment group (C) 
VSL#3 (containing Streptococcus thermophilus, Bifidobacterium breve, Bifidobacterium longum, Bifi-
dobacterium infantis, Lactobacillus acidophilus, Lactobacillus plantarum, Lactobacillus paracasei, Lac-
tobacillus bulgaricus) 110 billion CFU's twice daily for three months.

Treatment group (D) 
6 g (LOLA) L-ornithine L-aspartate three times daily for three months.

Outcomes 1. Minimal hepatic encephalopathy recovery. 
2. Minimal hepatic encephalopathy improvement. 
3. Arterial ammonia level. 
4. Development of overt hepatic encephalopathy. 
5. Sickness impact profile score (quality of life).

Notes Additional information on risk of bias criteria provided by the author. Contacted Prof. BC. Sharma on
the 14th of October 2010. 
Unpublished data provided by the author.

Risk of bias

Bias Authors' judgement Support for judgement

Sequence generation Low risk Patients were randomised to one of the treatment groups using comput-
er-generated random tables.

Allocation concealment Unclear risk Not stated.

Blinding 
Participants

High risk Different way of administering for every treatment and therefore patients
knew which treatment they received.

Blinding 
Personnel

High risk Compliance was assessed primarily using pill and bottle count and therefore
blinding was not possible.

Blinding 
Outcome assessors

High risk Compliance was assessed primarily using pill and bottle count and therefore
blinding was not possible.

Incomplete outcome data 
All outcomes

Unclear risk 11 patients were lost to follow up, 3 from group A, 1 from group B, 3 from
group C, and 4 from group D. During treatment, 7 patients had to be admitted
to the hospital for causes other than overt hepatic encephalopathy. Of these 7
patients, 2 patients died, one each in group A and D.

Primary analysis used an intention-to-treat analysis, probably with imputa-
tion.

Mittal 2009  (Continued)
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Selective outcome report-
ing

Unclear risk Unclear from the trial.

Funding source Unclear risk Not stated.

Mittal 2009  (Continued)

 
 

Methods Design: a parallel randomised trial. 
Study duration: unclear. 
Treatment duration: six months.

Participants Setting: outpatient. 
Country: Israel. 
Age range (years): 53 to 74. 
Total numbers randomised (group A/group B): 40 (20/20). 
Sex (M/F): unclear. 
Language: English. 
Stage/severity of hepatic encephalopathy: minimal hepatic encephalopathy. 
Cause of hepatic encephalopathy: cirrhosis due to alcoholic liver disease, hepatitis B, hepatitis C or
other causes.

Inclusions: patients with liver cirrhosis and at least one major complication of cirrhosis in the past, clin-
ical evidence of portal hypertension, or decreased hepatic synthetic function.

Exclusions: 
1. Any sign of decompensation from any precipitant including gastrointestinal bleeding, infections,
acute renal failure, electrolyte impairment, or hepatocellular carcinoma.

2. Those chronically treated with antibiotics or lactulose.

3. Patients with alcoholic cirrhosis, for whom alcohol abstinence for at least 2 months prior to enrol-
ment could not be confirmed.

Interventions Control group (A) 
Wheat-based non-fermentable fiber placebo.

Treatment group (B) 
Lactobacillus acidophilus, Lactobacillus bulgaricus, Bifidobacterium bifidum, and Streptococcus ther-

mophiles (Bio-plus, Supherb, Israel), each at a daily dose of 2x1010 colony forming units.

Outcomes 1. Plasma ammonia.

2. Adverse events.

Notes Th study was registered in ClinicalTrials.gov (ID: NCT00312910).

Risk of bias

Bias Authors' judgement Support for judgement

Sequence generation Unclear risk Not stated.

Allocation concealment Unclear risk Not stated.

Blinding 
Participants

Unclear risk Only stated in the title that the trial was double-blinded - no specific details
provided of who or how blinding was conducted.

Pereg 2011 
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Blinding 
Personnel

Unclear risk Only stated in the title that the trial was double-blinded - no specific details
provided of who or how blinding was conducted.

Blinding 
Outcome assessors

Unclear risk Only stated in the title that the trial was double-blinded - no specific details
provided of who or how blinding was conducted.

Incomplete outcome data 
All outcomes

High risk Four patients 'dropped out', no further details are provided.

Selective outcome report-
ing

Unclear risk Unclear from the trial.

Funding source High risk Supported by Supherb Ltd, Israel.

Pereg 2011  (Continued)

 
 

Methods Design: open-label randomised trial. 
Treatment duration: 1 month. 
Time period: February 2005 to August 2006.

Participants Setting: India. 
Age range (years): 30 to 54. 
Total numbers randomised (group A/group B/group C): 105 (35/35/35). 
Sex (M/F): 79/26. 
Language: English. 
Stage/severity of hepatic encephalopathy: Child-Pugh score A/B/C: 36/39/30. 
Cause of hepatic encephalopathy: cirrhosis due to alcohol consumption, chronic hepatitis and crypto-
genic cirrhosis.

Inclusions: cirrhotic patients with minimal hepatic encephalopathy without overt encephalopathy.

Exclusions: 
1. The presence of overt hepatic encephalopathy or history of hepatic encephalopathy. 
2. History of taking lactulose or any antibiotics. 
3. Alcohol intake.                          
4. Gastrointestinal haemorrhage or spontaneous bacterial peritonitis during the past six weeks. 
5. Earlier transjugular intrahepatic portosystemic shunt or shunt surgery. 
6. Significant comorbid illness such as heart failure, respiratory failure, or renal failure. 
7. Any neurologic diseases such as Alzheimer’s disease, Parkinson’s disease, and non hepatic metabolic
encephalopathies. 
8. Colour blindness and mature cataract, diabetic retinopathy and patients on psychoactive drugs,
such as antidepressants or sedatives.

Interventions Control group (A) 
30ml to 60 ml lactulose/day for one month.

Treatment group (B) 
One capsule (containing Streptococcus faecalis, Clostridium butyricum, Bacillus mesentricus, Lactic
acid bacillus) three times daily for one month, dose not stated.

Treatment group (C) 
30ml to 60 ml lactulose plus probiotics daily for one month.

Outcomes 1. Venous ammonia level. 
2. Child-Pugh score. 
3. Minimal hepatic encephalopathy recovery.

Sharma 2008 
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Notes Additional information provided by the author. Contacted Prof. BC. Sharma on the 14th of October
2010.

Risk of bias

Bias Authors' judgement Support for judgement

Sequence generation Low risk Patients were randomised according to a computer-generated randomisation
chart.

Allocation concealment High risk Trial personnel were able to view the allocation sequence.

Blinding 
Participants

High risk The trial was not blinded.

Blinding 
Personnel

High risk The trial was not blinded.

Blinding 
Outcome assessors

High risk The trial was not blinded.

Incomplete outcome data 
All outcomes

High risk Thirteen patients in the control group and five patients in the lactulose plus
probiotic group were lost to follow-up. Reasons are unclear.

Selective outcome report-
ing

Low risk All outcomes reported in the methods (Psychometric tests outcomes, P300 au-
ditory event-related potential, venous ammonia level and Child’s-Pugh classi-
fication) were measured and discussed on baseline and after one month. Per-
sonal communication with the author revealed no other outcomes were as-
sessed.

Funding source Unclear risk Not stated.

Sharma 2008  (Continued)

M = male.
F = female.
S = serum.
SD = standard deviation.
Wk = week.
 

Characteristics of excluded studies [ordered by study ID]

 

Study Reason for exclusion

Adams 2006 No hepatic encephalopathy patients involved.

Al 2009 Not a randomised trial.

Albillos 2002 No hepatic encephalopathy patients involved.

Almeida 2006 Not a randomised trial.

Arya 2010 Not a randomised trial.

Bajaj 2008a Not a randomised trial.

Bajaj 2008b Not a randomised trial.
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Study Reason for exclusion

Ballongue 1997 No probiotic used.

Barclay 2011 Not a randomised trial.

Barreto-Zuniga 2001 No hepatic encephalopathy patients involved.

Bass 2007 Not a randomised trial.

Baumgart 2007 Not a randomised trial.

Behm 2006 Not a randomised trial.

Bengmark 2004 Not a randomised trial.

Bengmark 2006 Not a randomised trial.

Bengmark 2009 No hepatic encephalopathy patients involved.

Bereswill 2010 No probiotic used.

Bircher 1971 No probiotics used.

Bismuth 2011 Not a randomised trial.

Boca 2004 Not a randomised trial.

Bongaerts 2005 Not a randomised trial.

Burrowes 2005 No hepatic encephalopathy patients involved.

Buscher 2004 No hepatic encephalopathy patients involved.

Cabre 2005 Not a randomised trial.

Cachin 1969 No probiotics used.

Cada 2010 Not a randomised trial.

Calamita 2007 Not a randomised trial.

Cash 2010 Not a randomised trial.

Chadalavada 2010 Not a randomised trial.

Chen 2007 No probiotic used.

Colle 1989 Hepatic encephalopathy not confirmed.

Colman 1976 No probiotics used.

Conn 1970 Not a randomised trial.

Conn 1978 No probiotics used.

Crum 2005 Not a randomised trial.
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Study Reason for exclusion

Dasarathy 2003 No probiotic used.

Dbouk 2006 Not a randomised trial.

Demeter 2006 Not a randomised trial.

Dhiman 2004 Not a randomised trial.

Dhiman 2007 Not a randomised trial.

Dhiman 2009 Not a randomised trial.

Dhiman 2010 Not a randomised trial.

Diamant 2011 Not a randomised trial.

Diehl 2005 Not a randomised trial.

Diehl 2010 Not a randomised trial.

Doron 2005 Not a randomised trial.

Edmison 2007 Not a randomised trial.

Eguchi 2011 Not probiotic.

Elkington 1970 No probiotics used.

Esposito 2009 No humans involved.

Fan 2009 No hepatic encephalopathy patients involved.

Ferenci 2001 Not a randomised trial.

Ferenci 2007 Not a randomised trial.

Feret 2010 Not probiotic.

Ferreira 2010 Not a randomised trial.

Finney 2007 No probiotics used.

Foster 2010 Not a randomised trial.

Fujita 2008 No hepatic encephalopathy patients involved.

Fuster 2007 Not a randomised trial.

Garcia-Tsao 2003 Not a randomised trial.

Gratz 2010 Not a randomised trial.

Greco 2007 Groups non-comparable.

Gronbaek 2008 Not a randomised trial.
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Study Reason for exclusion

Guarner 2009 Not a randomised trial.

Guerrero 2008 Not a randomised trial.

Haemmerli 1969 Not a randomised trial.

Harding 2008 No hepatic encephalopathy patients.

Higashikawa 2010 No hepatic encephalopathy patients involved.

Hong 2009 No hepatic encephalopathy patients.

Hotten 2003 No hepatic encephalopathy patients involved.

Hulkova 2009 Not a randomised trial.

Iannitti 2010 Not a randomised trial.

Imler 1971 Not a randomised trial.

Jeejeebhoy 2004 Not a randomised trial.

Jia 2005 No hepatic encephalopathy patients involved.

Jiang 2008 No probiotics used.

Jonkers 2007 Not a randomised trial.

Kachaamy 2011 Not a randomised trial.

Kadayifci 2007 Not a randomised trial.

Karczewski 2010 No hepatic encephalopathy patients involved.

Keeffe 2007 Not a randomised trial.

Khan 2010 Not a randomised trial.

Kim 2008 No hepatic encephalopathy patients involved.

Kirpich 2008 No hepatic encephalopathy patients involved.

Koo 2010 Not a randomised trial.

Kramer 2004 Not a randomised trial.

Kremer 1974 Not a randomised trial.

Krueger 2004 Not a randomised trial.

Kumashiro 2008 Not a randomised trial.

Lata 2006 No hepatic encephalopathy patients involved.

Lata 2007 No hepatic encephalopathy patients involved.
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Study Reason for exclusion

Lata 2009 No hepatic encephalopathy patients involved.

Lawrence 2003 Not a randomised trial.

Li 2002 Not a randomised trial.

Lighthouse 2004 No hepatic encephalopathy patients involved.

Lirussi 2007 Not a randomised trial.

Liu 2010 Not a randomised trial.

Loguercio 2002 No hepatic encephalopathy patients involved.

Loguercio 2005 No hepatic encephalopathy patients involved.

Madsen 2008 No hepatic encephalopathy patients.

Malaguarnera 2007 Not a probiotic alone.

Marotta 2003 No hepatic encephalopathy patients involved.

Marteau 2001 Not a randomised trial.

Marteau 2002 Not a randomised trial.

Marteu 2001 Not a randomised trial.

McAvoy 2006 Not a randomised trial.

McClave 2009 Not a randomised trial.

Medina 2004 Not a randomised trial.

Meier 2005 Not a randomised trial.

Mencin 2009 Not a randomised trial.

Mennigen 2009 Not a randomised trial.

Michelfelder 2010 Not a randomised trial

Montgomery 2011 Not a randomised trial.

Montineri 2008 Not a randomised trial.

Montrose 2005 Not a randomised trial.

Moreno-Luna 2011 Not a randomised trial.

Morgan 2007 Not a randomised trial.

Mullen 2007 Not a randomised trial.

Muting 1972 No probiotics used.
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Study Reason for exclusion

Nair 2008 Abstract unavailable.

Narayan 2010 Not hepatic encephalopathy.

Nazir 2010 Prophylaxis not treatment.

Nolan 2010 Not a randomised trial.

Nomura 2007 No hepatic encephalopathy patients involved.

Norman 2008 Not a randomised trial.

O'Brien 2008 Not a randomised trial.

Oben 2008 Not a randomised trial.

Ojetti 2009 Not a randomised trial.

Okada 2010 Not a randomised trial.

Ooi 2010 No hepatic encephalopathy patients involved.

Oshea 2010 Not a randomised trial.

Pande 2009 No hepatic encephalopathy patients involved.

Park 2007 Not a randomised trial.

Phongsamran 2010 Not a randomised trial.

Pimentel-Nunes 2010 Not a randomised trial.

Portincasa 2005 Not a randomised trial.

Pradere 2010 Not a randomised trial.

Quercioli 2009 Not a randomised trial.

Quigley 2006 Not a randomised trial.

Rafiq 2009 Not a randomised trial.

Ratziu 2005 Not a randomised trial.

Rayes 2002 No hepatic encephalopathy patients involved.

Read 1966 Not a randomised trial.

Riddle 2008 No probiotics involved.

Rifatbegovic 2010 No hepatic encephalopathy patients involved.

Riggio 1990 No probiotic used.

Riggio 2009 Not a randomised trial.
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Study Reason for exclusion

Riordan 2003 No hepatic encephalopathy patients involved.

Riordan 2007 No hepatic encephalopathy patients involved.

Riordan 2010 No probiotic used.

Roberts 2006 Not a randomised trial.

Romero-Gomez 2010 Not a randomised trial.

Sanyal 2008 No probiotics used.

Scevola 1989 No probiotics used.

Schiano 2010 Not a randomised trial.

Seva-Pereira 2003 No hepatic encephalopathy patients involved.

Shawcross 2005 Not a randomised trial.

Sheth 2008 Not a randomised trial.

Shin 2010 Not a randomised trial.

Shukla 2009 Not a randomised trial

Shukla 2011 Not a randomised trial.

Simons 2006 Not hepatic encephalopathy.

Solga 2003 Not a randomised trial

Sotelo 2010 Not a randomised trial.

Stadlbauer 2008 No hepatic encephalopathy patients involved.

Stewart 2003 Not a randomised trial.

Stewart 2007 Not a randomised trial.

Story 2010 Not a randomised trial.

Strauss 2006 Not a randomised trial.

Sun 2007 Not a randomised trial.

Sundaram 2009 Not a randomised trial.

Szabo 2010 Not a randomised trial.

Szilagyi 2004 Not a randomised trial.

Tandon 2009 Not a randomised trial.

Tarao 1995 No probiotics used.
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Study Reason for exclusion

Thoma 2003 Not a randomised trial.

Tolman 2007 Not a randomised trial.

Toris 2011 Not a randomised trial.

Valenti 2009 Not a randomised trial.

Van Erpecum 2006 Not a randomised trial.

Vanovski 1975 Not a randomised trial.

Vince 1974 No probiotics used.

Vinnitskaia 2008 Not a randomised trial.

Vleggaar 2008 No hepatic encephalopathy patients involved.

Wierzbicka 2008 Not a randomised trial.

Wilbur 2009 Not a randomised trial.

Wright 2007 Not a randomised trial.

Wu 2008 Not a randomised trial.

Xu 2009 No hepatic encephalopathy patients involved.

Yakabe 2009 No hepatic encephalopathy patients involved.

Yoshikawa 2006 Not a randomised trial.

Younossi 2008 Not a randomised trial.

Zafirova 2010 Not a randomised trial

Zhang 2006 Not a randomised trial.

Zhao 2004 No hepatic encephalopathy patients involved.

 

Characteristics of ongoing studies [ordered by study ID]

 

Trial name or title Secondary Prophylaxis of Hepatic Encephalopathy in Cirrhosis: an Open Label, Randomized Con-
trolled Trial of Lactulose, Probiotics, and No-therapy.

Methods Phase IV study.

The investigators will assess the effects of lactulose and probiotics for the prevention of recur-
rence of HE (secondary prophylaxis) in patients after the recovery of an episode of overt hepatic
encephalopathy.

Sharma 2010 
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One treatment group receives lactulose and the other treatment group receives probiotics for six
months.

Participants Patients with cirrhosis and previous history of recovery from hepatic encephalopathy, between 18
and 75 years old.

Interventions Treatment group (A): lactulose (30ml to 60 ml of lactulose in 2 or 3 divided doses so that patient
passed 2 to 3 semi soO stools per day). 
Treatment group (B): probiotics: VSL#3 (110 billion CFU's three times a day).

Outcomes Primary outcome: episode of overt hepatic encephalopathy. 
Secondary outcome: side effects to therapy.

Starting date September 2008.

Contact information G B Pant Hospital, New Delhi, Delhi, India, 110002.

Contact: Barjesh C Sharma, MD, DM. tel.  9718599203; drbcsharma@hotmail.com     
Principal Investigator: Barjesh C Sharma, MD,DM.         

Notes Data obtained from trial registry ClinicalTrials.gov, ID: NCT01178372.

Sharma 2010  (Continued)

Abbreviations: tel.-telephone.
 

 

D A T A   A N D   A N A L Y S E S

 

Comparison 1.   Probiotic versus placebo/ no intervention

Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

1 All cause mortality 2 105 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.08, 6.60]

1.1 2 months 1 25 Risk Ratio (M-H, Random, 95%
CI)

1.5 [0.07, 33.26]

1.2 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.33 [0.01, 7.95]

2 No recovery (incomplete resolution of
clinical symptoms)

4 206 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.49, 1.05]

2.1 1 month 2 101 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.64, 1.48]

2.2 2 months 1 25 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.16, 0.66]

2.3 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.56, 0.93]

3 Number of adverse events 3 145 Risk Ratio (M-H, Random, 95%
CI)

0.34 [0.08, 1.42]
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Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

3.1 1 month 1 40 Risk Ratio (M-H, Random, 95%
CI)

0.0 [0.0, 0.0]

3.2 2 months 1 25 Risk Ratio (M-H, Random, 95%
CI)

0.10 [0.01, 1.87]

3.3 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

0.5 [0.10, 2.58]

4 Quality of life SF-36 physical/ mental 1   Mean Difference (IV, Random,
95% CI)

Totals not selected

4.1 Physical 2 months 1   Mean Difference (IV, Random,
95% CI)

0.0 [0.0, 0.0]

4.2 Mental 2 months 1   Mean Difference (IV, Random,
95% CI)

0.0 [0.0, 0.0]

5 Change of/or withdrawal from treat-
ment

3 175 Risk Ratio (M-H, Random, 95%
CI)

1.28 [0.52, 3.19]

5.1 1 month 1 70 Risk Ratio (M-H, Random, 95%
CI)

1.25 [0.37, 4.27]

5.2 2 months 1 25 Risk Ratio (M-H, Random, 95%
CI)

3.5 [0.20, 60.70]

5.3 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.21, 4.66]

6 Plasma ammonia concentration
(μmol/L)

5   Mean Difference (IV, Random,
95% CI)

Subtotals only

6.1 1 month 3 226 Mean Difference (IV, Random,
95% CI)

-2.99 [-5.70, -0.29]

6.2 2 months 3 181 Mean Difference (IV, Random,
95% CI)

-1.82 [-14.04, 10.41]

7 Change in plasma ammonia concen-
tration (μmol/L)

1   Mean Difference (IV, Random,
95% CI)

Totals not selected

7.1 3 months 1   Mean Difference (IV, Random,
95% CI)

0.0 [0.0, 0.0]

8 No recovery (subgroup type of probi-
otic used)

4 206 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.49, 1.05]

8.1 Lactobacillus 1 40 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.54, 1.86]

8.2 Mixed 3 166 Risk Ratio (M-H, Random, 95%
CI)

0.65 [0.40, 1.05]
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Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

9 No recovery (subgroup grade of hepat-
ic encephalopathy)

4 206 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.49, 1.05]

9.1 Minimal 2 105 Risk Ratio (M-H, Random, 95%
CI)

0.52 [0.23, 1.15]

9.2 Overt 2 101 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.64, 1.48]

10 No recovery (subgroup duration of
therapy)

4 206 Risk Ratio (M-H, Random, 95%
CI)

0.80 [0.51, 1.25]

10.1 1 month and less 2 101 Risk Ratio (M-H, Random, 95%
CI)

0.98 [0.64, 1.48]

10.2 Between 1 and 2 months 1 25 Risk Ratio (M-H, Random, 95%
CI)

0.32 [0.16, 0.66]

10.3 More than 2 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.86, 1.16]

11 No recovery (subgroup co-interven-
tions used)

4 206 Risk Ratio (M-H, Random, 95%
CI)

0.72 [0.49, 1.05]

11.1 No treatment 2 105 Risk Ratio (M-H, Random, 95%
CI)

0.52 [0.23, 1.15]

11.2 Bioactive fermentable fibre 1 40 Risk Ratio (M-H, Random, 95%
CI)

1.0 [0.54, 1.86]

11.3 Lactulose 1 61 Risk Ratio (M-H, Random, 95%
CI)

0.96 [0.55, 1.69]

12 Plasma ammonia concentration
(subgroup type of probiotic used)

4 279 Mean Difference (IV, Random,
95% CI)

-4.47 [-10.62, 1.69]

12.1 Bifidobacterium 1 125 Mean Difference (IV, Random,
95% CI)

-9.35 [-16.09, -2.61]

12.2 Mixed 3 154 Mean Difference (IV, Random,
95% CI)

-0.72 [-11.23, 9.79]

13 Plasma ammonia concentra-
tion (subgroup grade of hepatic en-
cephalopathy)

5 315 Mean Difference (IV, Random,
95% CI)

-4.71 [-9.97, 0.56]

13.1 Minimal 4 190 Mean Difference (IV, Random,
95% CI)

-1.80 [-9.65, 6.06]

13.2 Overt 1 125 Mean Difference (IV, Random,
95% CI)

-9.35 [-16.09, -2.61]

14 Plasma ammonia concentration
(subgroup duration of therapy)

5 282 Mean Difference (IV, Random,
95% CI)

-3.10 [-8.15, 1.96]
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Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

14.1 1 month and less 2 101 Mean Difference (IV, Random,
95% CI)

-2.82 [-5.63, -0.02]

14.2 Between 1 and 2 months 3 181 Mean Difference (IV, Random,
95% CI)

-1.82 [-14.04, 10.41]

15 Plasma ammonia concentration
(subgroup co-interventions used)

4 246 Mean Difference (IV, Random,
95% CI)

-2.86 [-8.79, 3.07]

15.1 No treatment 1 20 Mean Difference (IV, Random,
95% CI)

10.0 [-3.83, 23.83]

15.2 Bioactive fermentable fibre 1 40 Mean Difference (IV, Random,
95% CI)

-2.90 [-5.51, -0.29]

15.3 Lactulose 2 186 Mean Difference (IV, Random,
95% CI)

-7.88 [-14.29, -1.47]

 
 

Analysis 1.1.   Comparison 1 Probiotic versus placebo/ no intervention, Outcome 1 All cause mortality.

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.1.1 2 months  

Bajaj 2008 1/17 0/8 51.15% 1.5[0.07,33.26]

Subtotal (95% CI) 17 8 51.15% 1.5[0.07,33.26]

Total events: 1 (Probiotic), 0 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.26(P=0.8)  

   

1.1.2 3 months  

Mittal 2009 0/40 1/40 48.85% 0.33[0.01,7.95]

Subtotal (95% CI) 40 40 48.85% 0.33[0.01,7.95]

Total events: 0 (Probiotic), 1 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.68(P=0.5)  

   

Total (95% CI) 57 48 100% 0.72[0.08,6.6]

Total events: 1 (Probiotic), 1 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0.44, df=1(P=0.51); I2=0%  

Test for overall effect: Z=0.29(P=0.77)  

Test for subgroup differences: Chi2=0.44, df=1 (P=0.51), I2=0%  

Favours probiotic 2000.005 100.1 1 Favours control

 
 

Probiotics for patients with hepatic encephalopathy (Review)

Copyright © 2011 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

51



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

Analysis 1.2.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 2 No recovery (incomplete resolution of clinical symptoms).

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.2.1 1 month  

Liu 2004 10/20 10/20 20.92% 1[0.54,1.86]

Sharma 2008 13/30 14/31 23.07% 0.96[0.55,1.69]

Subtotal (95% CI) 50 51 43.99% 0.98[0.64,1.48]

Total events: 23 (Probiotic), 24 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0.01, df=1(P=0.92); I2=0%  

Test for overall effect: Z=0.11(P=0.92)  

   

1.2.2 2 months  

Bajaj 2008 5/17 8/8 17.77% 0.32[0.16,0.66]

Subtotal (95% CI) 17 8 17.77% 0.32[0.16,0.66]

Total events: 5 (Probiotic), 8 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.1(P=0)  

   

1.2.3 3 months  

Mittal 2009 26/40 36/40 38.24% 0.72[0.56,0.93]

Subtotal (95% CI) 40 40 38.24% 0.72[0.56,0.93]

Total events: 26 (Probiotic), 36 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=2.55(P=0.01)  

   

Total (95% CI) 107 99 100% 0.72[0.49,1.05]

Total events: 54 (Probiotic), 68 (No intervention)  

Heterogeneity: Tau2=0.08; Chi2=6.93, df=3(P=0.07); I2=56.72%  

Test for overall effect: Z=1.7(P=0.09)  

Test for subgroup differences: Chi2=6.88, df=1 (P=0.03), I2=70.92%  

Favours probiotic 100.1 50.2 20.5 1 Favours control

 
 

Analysis 1.3.   Comparison 1 Probiotic versus placebo/ no intervention, Outcome 3 Number of adverse events.

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.3.1 1 month  

Liu 2004 0/20 0/20   Not estimable

Subtotal (95% CI) 20 20 Not estimable

Total events: 0 (Probiotic), 0 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.3.2 2 months  

Bajaj 2008 0/17 2/8 23.86% 0.1[0.01,1.87]

Subtotal (95% CI) 17 8 23.86% 0.1[0.01,1.87]

Total events: 0 (Probiotic), 2 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.54(P=0.12)  

   

Favours probiotic 2000.005 100.1 1 Favours control
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Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.3.3 3 months  

Mittal 2009 2/40 4/40 76.14% 0.5[0.1,2.58]

Subtotal (95% CI) 40 40 76.14% 0.5[0.1,2.58]

Total events: 2 (Probiotic), 4 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.83(P=0.41)  

   

Total (95% CI) 77 68 100% 0.34[0.08,1.42]

Total events: 2 (Probiotic), 6 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0.89, df=1(P=0.35); I2=0%  

Test for overall effect: Z=1.48(P=0.14)  

Test for subgroup differences: Chi2=0.88, df=1 (P=0.35), I2=0%  

Favours probiotic 2000.005 100.1 1 Favours control

 
 

Analysis 1.4.   Comparison 1 Probiotic versus placebo/ no
intervention, Outcome 4 Quality of life SF-36 physical/ mental.

Study or subgroup Probiotic No intervention Mean Difference Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI

1.4.1 Physical 2 months  

Bajaj 2008 14 39 (5) 6 39 (6) 0[-5.47,5.47]

   

1.4.2 Mental 2 months  

Bajaj 2008 14 46 (3) 6 42 (7) 4[-1.82,9.82]

Favours placebo 4020-40 -20 0 Favours control

 
 

Analysis 1.5.   Comparison 1 Probiotic versus placebo/ no
intervention, Outcome 5 Change of/or withdrawal from treatment.

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.5.1 1 month  

Sharma 2008 5/35 4/35 54.87% 1.25[0.37,4.27]

Subtotal (95% CI) 35 35 54.87% 1.25[0.37,4.27]

Total events: 5 (Probiotic), 4 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.36(P=0.72)  

   

1.5.2 2 months  

Bajaj 2008 3/17 0/8 10.17% 3.5[0.2,60.7]

Subtotal (95% CI) 17 8 10.17% 3.5[0.2,60.7]

Total events: 3 (Probiotic), 0 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0, df=0(P<0.0001); I2=100%  

Test for overall effect: Z=0.86(P=0.39)  

   

1.5.3 3 months  

Mittal 2009 3/40 3/40 34.96% 1[0.21,4.66]

Favours probiotic 500.02 100.1 1 Favours control
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Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Subtotal (95% CI) 40 40 34.96% 1[0.21,4.66]

Total events: 3 (Probiotic), 3 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

Total (95% CI) 92 83 100% 1.28[0.52,3.19]

Total events: 11 (Probiotic), 7 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0.59, df=2(P=0.75); I2=0%  

Test for overall effect: Z=0.54(P=0.59)  

Test for subgroup differences: Chi2=0.58, df=1 (P=0.75), I2=0%  

Favours probiotic 500.02 100.1 1 Favours control

 
 

Analysis 1.6.   Comparison 1 Probiotic versus placebo/ no
intervention, Outcome 6 Plasma ammonia concentration (μmol/L).

Study or subgroup Probiotic No intervention Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.6.1 1 month  

Sharma 2008 30 68.7 (28.4) 31 69.3 (33.3) 3.04% -0.6[-16.11,14.91]

Malaguarnera 2010 63 66.2 (28.8) 62 71.5 (29.8) 6.92% -5.25[-15.53,5.03]

Liu 2004 20 38.6 (3.9) 20 41.5 (5.2) 90.04% -2.9[-5.75,-0.05]

Subtotal *** 113   113   100% -2.99[-5.7,-0.29]

Heterogeneity: Tau2=0; Chi2=0.28, df=2(P=0.87); I2=0%  

Test for overall effect: Z=2.17(P=0.03)  

   

1.6.2 2 months  

Pereg 2011 18 42.1 (26.9) 18 45.2 (23.6) 26.12% -3.1[-19.63,13.43]

Bajaj 2008 14 50 (26) 6 40 (3) 30.49% 10[-3.83,23.83]

Malaguarnera 2010 63 55.9 (15.5) 62 65.3 (22.3) 43.39% -9.35[-16.09,-2.61]

Subtotal *** 95   86   100% -1.82[-14.04,10.41]

Heterogeneity: Tau2=77.83; Chi2=6.16, df=2(P=0.05); I2=67.51%  

Test for overall effect: Z=0.29(P=0.77)  

Favours probiotic 10050-100 -50 0 Favours control

 
 

Analysis 1.7.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 7 Change in plasma ammonia concentration (μmol/L).

Study or subgroup Probiotic No intervention Mean Difference Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI Random, 95% CI

1.7.1 3 months  

Mittal 2009 37 -7.3 (7.9) 36 -0.5 (7.8) -6.79[-10.39,-3.19]

Favours probiotic 2010-20 -10 0 Favours control
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Analysis 1.8.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 8 No recovery (subgroup type of probiotic used).

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.8.1 Lactobacillus  

Liu 2004 10/20 10/20 20.92% 1[0.54,1.86]

Subtotal (95% CI) 20 20 20.92% 1[0.54,1.86]

Total events: 10 (Probiotic), 10 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.8.2 Mixed  

Bajaj 2008 5/17 8/8 17.77% 0.32[0.16,0.66]

Sharma 2008 13/30 14/31 23.07% 0.96[0.55,1.69]

Mittal 2009 26/40 36/40 38.24% 0.72[0.56,0.93]

Subtotal (95% CI) 87 79 79.08% 0.65[0.4,1.05]

Total events: 44 (Probiotic), 58 (No intervention)  

Heterogeneity: Tau2=0.12; Chi2=5.75, df=2(P=0.06); I2=65.21%  

Test for overall effect: Z=1.76(P=0.08)  

   

Total (95% CI) 107 99 100% 0.72[0.49,1.05]

Total events: 54 (Probiotic), 68 (No intervention)  

Heterogeneity: Tau2=0.08; Chi2=6.93, df=3(P=0.07); I2=56.72%  

Test for overall effect: Z=1.7(P=0.09)  

Test for subgroup differences: Chi2=1.17, df=1 (P=0.28), I2=14.74%  

Favours probiotic 50.2 20.5 1 Favours control

 
 

Analysis 1.9.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 9 No recovery (subgroup grade of hepatic encephalopathy).

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.9.1 Minimal  

Bajaj 2008 5/17 8/8 17.77% 0.32[0.16,0.66]

Mittal 2009 26/40 36/40 38.24% 0.72[0.56,0.93]

Subtotal (95% CI) 57 48 56.01% 0.52[0.23,1.15]

Total events: 31 (Probiotic), 44 (No intervention)  

Heterogeneity: Tau2=0.26; Chi2=4.53, df=1(P=0.03); I2=77.93%  

Test for overall effect: Z=1.63(P=0.1)  

   

1.9.2 Overt  

Liu 2004 10/20 10/20 20.92% 1[0.54,1.86]

Sharma 2008 13/30 14/31 23.07% 0.96[0.55,1.69]

Subtotal (95% CI) 50 51 43.99% 0.98[0.64,1.48]

Total events: 23 (Probiotic), 24 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0.01, df=1(P=0.92); I2=0%  

Test for overall effect: Z=0.11(P=0.92)  

   

Total (95% CI) 107 99 100% 0.72[0.49,1.05]

Total events: 54 (Probiotic), 68 (No intervention)  

Heterogeneity: Tau2=0.08; Chi2=6.93, df=3(P=0.07); I2=56.72%  

Favours probiotic 100.1 50.2 20.5 1 Favours control
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Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=1.7(P=0.09)  

Test for subgroup differences: Chi2=1.93, df=1 (P=0.16), I2=48.16%  

Favours probiotic 100.1 50.2 20.5 1 Favours control

 
 

Analysis 1.10.   Comparison 1 Probiotic versus placebo/ no
intervention, Outcome 10 No recovery (subgroup duration of therapy).

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.10.1 1 month and less  

Liu 2004 10/20 10/20 21.73% 1[0.54,1.86]

Sharma 2008 13/30 14/31 23.41% 0.96[0.55,1.69]

Subtotal (95% CI) 50 51 45.14% 0.98[0.64,1.48]

Total events: 23 (Probiotic), 24 (No intervention)  

Heterogeneity: Tau2=0; Chi2=0.01, df=1(P=0.92); I2=0%  

Test for overall effect: Z=0.11(P=0.92)  

   

1.10.2 Between 1 and 2 months  

Bajaj 2008 5/17 8/8 19.13% 0.32[0.16,0.66]

Subtotal (95% CI) 17 8 19.13% 0.32[0.16,0.66]

Total events: 5 (Probiotic), 8 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=3.1(P=0)  

   

1.10.3 More than 2 months  

Mittal 2009 36/40 36/40 35.73% 1[0.86,1.16]

Subtotal (95% CI) 40 40 35.73% 1[0.86,1.16]

Total events: 36 (Probiotic), 36 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

Total (95% CI) 107 99 100% 0.8[0.51,1.25]

Total events: 64 (Probiotic), 68 (No intervention)  

Heterogeneity: Tau2=0.14; Chi2=10.57, df=3(P=0.01); I2=71.6%  

Test for overall effect: Z=0.99(P=0.32)  

Test for subgroup differences: Chi2=9.21, df=1 (P=0.01), I2=78.29%  

Favours probiotic 50.2 20.5 1 Favours control

 
 

Analysis 1.11.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 11 No recovery (subgroup co-interventions used).

Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

1.11.1 No treatment  

Bajaj 2008 5/17 8/8 17.77% 0.32[0.16,0.66]

Mittal 2009 26/40 36/40 38.24% 0.72[0.56,0.93]

Subtotal (95% CI) 57 48 56.01% 0.52[0.23,1.15]

Favours control 50.2 20.5 1 Favours probiotic
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Study or subgroup Probiotic No intervention Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Total events: 31 (Probiotic), 44 (No intervention)  

Heterogeneity: Tau2=0.26; Chi2=4.53, df=1(P=0.03); I2=77.93%  

Test for overall effect: Z=1.63(P=0.1)  

   

1.11.2 Bioactive fermentable fibre  

Liu 2004 10/20 10/20 20.92% 1[0.54,1.86]

Subtotal (95% CI) 20 20 20.92% 1[0.54,1.86]

Total events: 10 (Probiotic), 10 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Not applicable  

   

1.11.3 Lactulose  

Sharma 2008 13/30 14/31 23.07% 0.96[0.55,1.69]

Subtotal (95% CI) 30 31 23.07% 0.96[0.55,1.69]

Total events: 13 (Probiotic), 14 (No intervention)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.14(P=0.89)  

   

Total (95% CI) 107 99 100% 0.72[0.49,1.05]

Total events: 54 (Probiotic), 68 (No intervention)  

Heterogeneity: Tau2=0.08; Chi2=6.93, df=3(P=0.07); I2=56.72%  

Test for overall effect: Z=1.7(P=0.09)  

Test for subgroup differences: Chi2=1.94, df=1 (P=0.38), I2=0%  

Favours control 50.2 20.5 1 Favours probiotic

 
 

Analysis 1.12.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 12 Plasma ammonia concentration (subgroup type of probiotic used).

Study or subgroup Probiotic No intervention Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.12.1 Bifidobacterium  

Malaguarnera 2010 63 55.9 (15.5) 62 65.3 (22.3) 31.22% -9.35[-16.09,-2.61]

Subtotal *** 63   62   31.22% -9.35[-16.09,-2.61]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.72(P=0.01)  

   

1.12.2 Mixed  

Sharma 2008 30 68.7 (28.4) 31 69.3 (33.3) 11.98% -0.6[-16.11,14.91]

Bajaj 2008 14 50 (26) 6 40 (3) 14.19% 10[-3.83,23.83]

Mittal 2009 37 -7.3 (7.9) 36 -0.5 (7.8) 42.61% -6.79[-10.39,-3.19]

Subtotal *** 81   73   68.78% -0.72[-11.23,9.79]

Heterogeneity: Tau2=55.91; Chi2=5.7, df=2(P=0.06); I2=64.92%  

Test for overall effect: Z=0.13(P=0.89)  

   

Total *** 144   135   100% -4.47[-10.62,1.69]

Heterogeneity: Tau2=19.8; Chi2=6.71, df=3(P=0.08); I2=55.3%  

Test for overall effect: Z=1.42(P=0.16)  

Test for subgroup differences: Chi2=1.83, df=1 (P=0.18), I2=45.5%  

Favours probiotic 2010-20 -10 0 Favours control
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Analysis 1.13.   Comparison 1 Probiotic versus placebo/ no intervention, Outcome
13 Plasma ammonia concentration (subgroup grade of hepatic encephalopathy).

Study or subgroup Probiotic No intervention Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.13.1 Minimal  

Pereg 2011 18 42.1 (26.9) 18 45.2 (23.6) 8.51% -3.1[-19.63,13.43]

Sharma 2008 30 68.7 (28.4) 31 69.3 (33.3) 9.45% -0.6[-16.11,14.91]

Bajaj 2008 14 50 (26) 6 40 (3) 11.37% 10[-3.83,23.83]

Mittal 2009 37 -7.3 (7.9) 36 -0.5 (7.8) 42.36% -6.79[-10.39,-3.19]

Subtotal *** 99   91   71.7% -1.8[-9.65,6.06]

Heterogeneity: Tau2=30.7; Chi2=5.78, df=3(P=0.12); I2=48.08%  

Test for overall effect: Z=0.45(P=0.65)  

   

1.13.2 Overt  

Malaguarnera 2010 63 55.9 (15.5) 62 65.3 (22.3) 28.3% -9.35[-16.09,-2.61]

Subtotal *** 63   62   28.3% -9.35[-16.09,-2.61]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.72(P=0.01)  

   

Total *** 162   153   100% -4.71[-9.97,0.56]

Heterogeneity: Tau2=13.65; Chi2=6.85, df=4(P=0.14); I2=41.59%  

Test for overall effect: Z=1.75(P=0.08)  

Test for subgroup differences: Chi2=2.05, df=1 (P=0.15), I2=51.14%  

Favours probiotic 2010-20 -10 0 Favours control

 
 

Analysis 1.14.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 14 Plasma ammonia concentration (subgroup duration of therapy).

Study or subgroup Probiotic No intervention Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.14.1 1 month and less  

Liu 2004 20 38.6 (3.9) 20 41.5 (5.2) 45.32% -2.9[-5.75,-0.05]

Sharma 2008 30 68.7 (28.4) 31 69.3 (33.3) 8.83% -0.6[-16.11,14.91]

Subtotal *** 50   51   54.16% -2.82[-5.63,-0.02]

Heterogeneity: Tau2=0; Chi2=0.08, df=1(P=0.78); I2=0%  

Test for overall effect: Z=1.98(P=0.05)  

   

1.14.2 Between 1 and 2 months  

Bajaj 2008 14 50 (26) 6 40 (3) 10.66% 10[-3.83,23.83]

Malaguarnera 2010 63 55.9 (15.5) 62 65.3 (22.3) 27.25% -9.35[-16.09,-2.61]

Pereg 2011 18 42.1 (26.9) 18 45.2 (23.6) 7.94% -3.1[-19.63,13.43]

Subtotal *** 95   86   45.84% -1.82[-14.04,10.41]

Heterogeneity: Tau2=77.83; Chi2=6.16, df=2(P=0.05); I2=67.51%  

Test for overall effect: Z=0.29(P=0.77)  

   

Total *** 145   137   100% -3.1[-8.15,1.96]

Heterogeneity: Tau2=12.55; Chi2=6.84, df=4(P=0.14); I2=41.51%  

Test for overall effect: Z=1.2(P=0.23)  

Test for subgroup differences: Chi2=0.02, df=1 (P=0.87), I2=0%  

Favours probiotic 2010-20 -10 0 Favours control
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Analysis 1.15.   Comparison 1 Probiotic versus placebo/ no intervention,
Outcome 15 Plasma ammonia concentration (subgroup co-interventions used).

Study or subgroup Probiotic No intervention Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

1.15.1 No treatment  

Bajaj 2008 14 50 (26) 6 40 (3) 13.4% 10[-3.83,23.83]

Subtotal *** 14   6   13.4% 10[-3.83,23.83]

Heterogeneity: Not applicable  

Test for overall effect: Z=1.42(P=0.16)  

   

1.15.2 Bioactive fermentable fibre  

Liu 2004 20 38.6 (2.9) 20 41.5 (5.2) 45.16% -2.9[-5.51,-0.29]

Subtotal *** 20   20   45.16% -2.9[-5.51,-0.29]

Heterogeneity: Not applicable  

Test for overall effect: Z=2.18(P=0.03)  

   

1.15.3 Lactulose  

Sharma 2008 30 68.7 (28.4) 31 69.3 (33.3) 11.27% -0.6[-16.11,14.91]

Malaguarnera 2010 63 55.9 (15.5) 62 65.3 (22.3) 30.17% -9.35[-16.09,-2.61]

Subtotal *** 93   93   41.44% -7.88[-14.29,-1.47]

Heterogeneity: Tau2=1.04; Chi2=1.03, df=1(P=0.31); I2=2.71%  

Test for overall effect: Z=2.41(P=0.02)  

   

Total *** 127   119   100% -2.86[-8.79,3.07]

Heterogeneity: Tau2=18.47; Chi2=6.85, df=3(P=0.08); I2=56.22%  

Test for overall effect: Z=0.95(P=0.34)  

Test for subgroup differences: Chi2=5.6, df=1 (P=0.06), I2=64.26%  

Favours probiotic 2010-20 -10 0 Favours control

 
 

Comparison 2.   Probiotic versus lactulose

Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

1 No recovery (incomplete resolution of
clinical symptoms)

3 173 Risk Ratio (M-H, Random, 95%
CI)

1.05 [0.75, 1.47]

1.1 1 month 2 93 Risk Ratio (M-H, Random, 95%
CI)

0.88 [0.53, 1.46]

1.2 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

1.24 [0.85, 1.80]

2 Number of adverse events 2 111 Risk Ratio (M-H, Random, 95%
CI)

0.57 [0.06, 5.74]

2.1 1 month 1 31 Risk Ratio (M-H, Random, 95%
CI)

0.19 [0.02, 1.43]
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Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

2.2 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

2.0 [0.19, 21.18]

3 Change of/or withdrawal from treat-
ment

3 190 Risk Ratio (M-H, Random, 95%
CI)

1.10 [0.40, 3.03]

3.1 1 month 2 110 Risk Ratio (M-H, Random, 95%
CI)

0.85 [0.27, 2.64]

3.2 3 months 1 80 Risk Ratio (M-H, Random, 95%
CI)

3.00 [0.33, 27.63]

4 Plasma ammonia concentration
(μmol/L)

2 93 Mean Difference (IV, Random,
95% CI)

-6.61 [-30.05, 16.84]

4.1 1 month 2 93 Mean Difference (IV, Random,
95% CI)

-6.61 [-30.05, 16.84]

5 Change in plasma ammonia concen-
tration (μmol/L)

1 77 Mean Difference (IV, Random,
95% CI)

1.16 [-1.96, 4.28]

6 Plasma ammonia concentration (sub-
group type of probiotic used)

2 93 Mean Difference (IV, Random,
95% CI)

-6.61 [-30.05, 16.84]

6.1 Enterococcus SF68 1 31 Mean Difference (IV, Random,
95% CI)

-17.61 [-26.98, -8.24]

6.2 Mixed 1 62 Mean Difference (IV, Random,
95% CI)

6.40 [-10.10, 22.90]

7 Plasma ammonia concentration (sub-
group grade of hepatic encephalopathy)

2 93 Mean Difference (IV, Random,
95% CI)

-6.61 [-30.05, 16.84]

7.1 Minimal 1 62 Mean Difference (IV, Random,
95% CI)

6.40 [-10.10, 22.90]

7.2 Overt 1 31 Mean Difference (IV, Random,
95% CI)

-17.61 [-26.98, -8.24]

 
 

Analysis 2.1.   Comparison 2 Probiotic versus lactulose, Outcome
1 No recovery (incomplete resolution of clinical symptoms).

Study or subgroup Probiotic Lactulose Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.1.1 1 month  

Loguercio 1987 6/16 9/15 17.26% 0.63[0.29,1.33]

Sharma 2008 15/31 14/31 31.05% 1.07[0.63,1.82]

Subtotal (95% CI) 47 46 48.31% 0.88[0.53,1.46]

Total events: 21 (Probiotic), 23 (Lactulose)  

Heterogeneity: Tau2=0.03; Chi2=1.31, df=1(P=0.25); I2=23.53%  

Favours probiotic 20.5 1.50.7 1 Favours lactulose
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Study or subgroup Probiotic Lactulose Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Test for overall effect: Z=0.5(P=0.62)  

   

2.1.2 3 months  

Mittal 2009 26/40 21/40 51.69% 1.24[0.85,1.8]

Subtotal (95% CI) 40 40 51.69% 1.24[0.85,1.8]

Total events: 26 (Probiotic), 21 (Lactulose)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.12(P=0.26)  

   

Total (95% CI) 87 86 100% 1.05[0.75,1.47]

Total events: 47 (Probiotic), 44 (Lactulose)  

Heterogeneity: Tau2=0.02; Chi2=2.55, df=2(P=0.28); I2=21.68%  

Test for overall effect: Z=0.3(P=0.77)  

Test for subgroup differences: Chi2=1.14, df=1 (P=0.29), I2=12.47%  

Favours probiotic 20.5 1.50.7 1 Favours lactulose

 
 

Analysis 2.2.   Comparison 2 Probiotic versus lactulose, Outcome 2 Number of adverse events.

Study or subgroup Probiotic Lactulose Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.2.1 1 month  

Loguercio 1987 1/16 5/15 53.37% 0.19[0.02,1.43]

Subtotal (95% CI) 16 15 53.37% 0.19[0.02,1.43]

Total events: 1 (Probiotic), 5 (Lactulose)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.62(P=0.11)  

   

2.2.2 3 months  

Mittal 2009 2/40 1/40 46.63% 2[0.19,21.18]

Subtotal (95% CI) 40 40 46.63% 2[0.19,21.18]

Total events: 2 (Probiotic), 1 (Lactulose)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.58(P=0.56)  

   

Total (95% CI) 56 55 100% 0.57[0.06,5.74]

Total events: 3 (Probiotic), 6 (Lactulose)  

Heterogeneity: Tau2=1.55; Chi2=2.23, df=1(P=0.14); I2=55.14%  

Test for overall effect: Z=0.48(P=0.63)  

Test for subgroup differences: Chi2=2.22, df=1 (P=0.14), I2=55.01%  

Favours probiotic 1000.01 100.1 1 Favours lactulose

 
 

Analysis 2.3.   Comparison 2 Probiotic versus lactulose, Outcome 3 Change of/or withdrawal from treatment.

Study or subgroup Probiotic Lactulose Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

2.3.1 1 month  

Loguercio 1987 1/20 2/20 19.04% 0.5[0.05,5.08]

Favours probiotic 1000.01 100.1 1 Favours lactulose
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Study or subgroup Probiotic Lactulose Risk Ratio Weight Risk Ratio

  n/N n/N M-H, Random, 95% CI   M-H, Random, 95% CI

Sharma 2008 4/35 4/35 60.19% 1[0.27,3.69]

Subtotal (95% CI) 55 55 79.23% 0.85[0.27,2.64]

Total events: 5 (Probiotic), 6 (Lactulose)  

Heterogeneity: Tau2=0; Chi2=0.26, df=1(P=0.61); I2=0%  

Test for overall effect: Z=0.29(P=0.77)  

   

2.3.2 3 months  

Mittal 2009 3/40 1/40 20.77% 3[0.33,27.63]

Subtotal (95% CI) 40 40 20.77% 3[0.33,27.63]

Total events: 3 (Probiotic), 1 (Lactulose)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.97(P=0.33)  

   

Total (95% CI) 95 95 100% 1.1[0.4,3.03]

Total events: 8 (Probiotic), 7 (Lactulose)  

Heterogeneity: Tau2=0; Chi2=1.25, df=2(P=0.53); I2=0%  

Test for overall effect: Z=0.19(P=0.85)  

Test for subgroup differences: Chi2=0.99, df=1 (P=0.32), I2=0%  

Favours probiotic 1000.01 100.1 1 Favours lactulose

 
 

Analysis 2.4.   Comparison 2 Probiotic versus lactulose, Outcome 4 Plasma ammonia concentration (μmol/L).

Study or subgroup Probiotic Lactulose Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

2.4.1 1 month  

Sharma 2008 31 75.7 (33) 31 69.3 (33.3) 45.83% 6.4[-10.1,22.9]

Loguercio 1987 16 58.7 (5.9) 15 76.3 (17.6) 54.17% -17.61[-26.98,-8.24]

Subtotal *** 47   46   100% -6.61[-30.05,16.84]

Heterogeneity: Tau2=241.36; Chi2=6.15, df=1(P=0.01); I2=83.74%  

Test for overall effect: Z=0.55(P=0.58)  

   

Total *** 47   46   100% -6.61[-30.05,16.84]

Heterogeneity: Tau2=241.36; Chi2=6.15, df=1(P=0.01); I2=83.74%  

Test for overall effect: Z=0.55(P=0.58)  

Favours probiotic 4020-40 -20 0 Favours lactulose

 
 

Analysis 2.5.   Comparison 2 Probiotic versus lactulose,
Outcome 5 Change in plasma ammonia concentration (μmol/L).

Study or subgroup Probiotic Lactulose Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

Mittal 2009 37 -7.3 (7.9) 40 -8.5 (5.8) 100% 1.16[-1.96,4.28]

   

Total *** 37   40   100% 1.16[-1.96,4.28]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.73(P=0.47)  

Favours probiexperimental 52.5-5 -2.5 0 Favours placebocontrol
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Analysis 2.6.   Comparison 2 Probiotic versus lactulose, Outcome 6
Plasma ammonia concentration (subgroup type of probiotic used).

Study or subgroup Probiotic Lactulose Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

2.6.1 Enterococcus SF68  

Loguercio 1987 16 58.7 (5.9) 15 76.3 (17.6) 54.17% -17.61[-26.98,-8.24]

Subtotal *** 16   15   54.17% -17.61[-26.98,-8.24]

Heterogeneity: Not applicable  

Test for overall effect: Z=3.68(P=0)  

   

2.6.2 Mixed  

Sharma 2008 31 75.7 (33) 31 69.3 (33.3) 45.83% 6.4[-10.1,22.9]

Subtotal *** 31   31   45.83% 6.4[-10.1,22.9]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

   

Total *** 47   46   100% -6.61[-30.05,16.84]

Heterogeneity: Tau2=241.36; Chi2=6.15, df=1(P=0.01); I2=83.74%  

Test for overall effect: Z=0.55(P=0.58)  

Test for subgroup differences: Chi2=6.15, df=1 (P=0.01), I2=83.74%  

Favours probiotic 4020-40 -20 0 Favours lactulose

 
 

Analysis 2.7.   Comparison 2 Probiotic versus lactulose, Outcome 7 Plasma
ammonia concentration (subgroup grade of hepatic encephalopathy).

Study or subgroup Probiotic Lactulose Mean Difference Weight Mean Difference

  N Mean(SD) N Mean(SD) Random, 95% CI   Random, 95% CI

2.7.1 Minimal  

Sharma 2008 31 75.7 (33) 31 69.3 (33.3) 45.83% 6.4[-10.1,22.9]

Subtotal *** 31   31   45.83% 6.4[-10.1,22.9]

Heterogeneity: Not applicable  

Test for overall effect: Z=0.76(P=0.45)  

   

2.7.2 Overt  

Loguercio 1987 16 58.7 (5.9) 15 76.3 (17.6) 54.17% -17.61[-26.98,-8.24]

Subtotal *** 16   15   54.17% -17.61[-26.98,-8.24]

Heterogeneity: Not applicable  

Test for overall effect: Z=3.68(P=0)  

   

Total *** 47   46   100% -6.61[-30.05,16.84]

Heterogeneity: Tau2=241.36; Chi2=6.15, df=1(P=0.01); I2=83.74%  

Test for overall effect: Z=0.55(P=0.58)  

Test for subgroup differences: Chi2=6.15, df=1 (P=0.01), I2=83.74%  

Favours probiotic 5025-50 -25 0 Favours lactulose
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Study Probiotics used

Bajaj 2008 Streptococcus thermophilus, Lactobacillus bulgaricus, Lactobacillus acidophilus, Lactobacillus casei,
and Bifidobacteria.

Liu 2004 Pediacoccus pentoseceus, Leuconostoc mesenteroides, Lactobacillus paracasei, and Lactobacillus
plantarum.

Loguercio 1987 Enterococcus Lactic Acid bacteria strain SF68.

Malaguarnera 2010 Bifidobacterium (subtype not available).

Mittal 2009 VSL#3 (containing Streptococcus thermophilus, Bifidobacterium breve, Bifidobacterium longum, Bi-
fidobacterium infantis, Lactobacillus acidophilus, Lactobacillus plantarum, Lactobacillus paracasei,
Lactobacillus bulgaricus).

Pereg 2011 Lactobacillus acidophilus, Lactobacillus bulgaricus, Bifidobacterium bifidum, and Streptococcus
thermophiles (Bio-plus, Supherb, Israel).

Sharma 2008 Streptococcus faecalis, Clostridium butyricum, Bacillus mesentricus, and Lactic acid bacillus.

Table 1.   Types of probiotics used across studies 

 

 

A P P E N D I C E S

Appendix 1. Search strategies

 

Database Span of search Search strategy

The Cochrane He-
pato-Biliary Group
Controlled Trials
Register

April 2011. (probiot* OR lactobacil* OR bifidobacter*) AND ('hepatic encephalopath*' OR (liver AND
(diseas* OR cirrhosis*)))

Cochrane Cen-
tral Register of
Controlled Trials
(CENTRAL) in The
Cochrane Library

Issue 1, 2011. #1 LIVER CIRRHOSIS explode all trees (MeSH) 
#2 (liver cirrhosis):ti,ab,kw 
#3 HEPATIC ENCEPHALOPATHY explode all trees (MeSH) 
#4 (hepatic encephalopathy):ti,ab,kw 
#5 (liver next cirrhosis) 
#6 (hepatic next encephalopathy) 
#7 (#1 or #2 or #3 or #4 or #5 or #6) 
#8 probiotics explode all trees (MeSH) 
#9 (probiotics):ti,ab,kw 
#10 lactobacillus explode all trees (MeSH) 
#11 (lactobacillus):ti,kw,ab 
#12 bifidobacterium explode all trees (MeSH) 
#13 (bifidobacterium):ti,kw,ab 
#14 (#8 or #9 or #10 or #11 or #12 or #13) 
#15 (#7 and #14)

MEDLINE (Ovid
SP)

1950 to April 2011. #1 randomised controlled trial.pt. 
#2 controlled clinical trial.pt. 
#3 randomized.ab. 
#4 placebo.ab. 
#5 drug therapy.fs. 
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#6 randomly.ab. 
#7 trial.ab. 
#8 groups.ab. 
#9 or/1-8 
#10 animals.sh. 
#11 9 not 10 
#12 exp hepatic encephalopathy/ 
#13 hepatic encephalopathy.tw 
#14 exp liver cirrhosis/ 
#15 liver cirrhosis.tw 
#16 12 or 13 or 14 or 15 
#17 exp probiotics/ 
#18 probiotic.tw 
#19 exp lactobacillus/ 
#20 lactobacillus.tw 
#21 exp bifidobacterium/ 
#22 bifidobacterium.tw 
#23 17 or 18 or 19 or 20 or 21 or 22 
#24 11 and 16 and 23

EMBASE (OvidSP) 1980 to April 2011. #1 random:.tw. 
#2 clinical trial:.mp. 
#3 exp health care quality/ 
#4 1 or 2 or 3 
#5 exp hepatic encephalopathy/ 
#6 hepatic encephalopathy.tw 
#7 exp liver cirrhosis/ 
#8 liver cirrhosis.tw 
#9 5 or 6 or 7 or 8 
#10 exp probiotics/ 
#11 probiotic.tw 
#12 exp lactobacillus/ 
#13 lactobacillus.tw 
#14 exp bifidobacterium/ 
#15 bifidobacterium.tw 
#16 10 or 11 or 12 or 13 or 14 or 15 
#17 4 and 9 and 16

Science Citation
Index Expanded
(http://apps.isi-
knowledge.com)

1900 to April 2011. #1 Topic=(probiotic OR probiot* OR lactobacil* OR bifidobacter*) 
#2 Topic=(hepatic encephalopath* OR liver diseas*) 
#3 #1 AND #2 
#4 Topic=(random* OR blind* OR placebo*) 
#5 #3 AND #4

  (Continued)
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D I F F E R E N C E S   B E T W E E N   P R O T O C O L   A N D   R E V I E W

The secondary outcome 'improvement: number of participants showing improvement or change in status as defined by each trial' was
dropped from the review as it was not reported in any of the included trials and was felt to be unnecessary because the outcome 'recovery'
conveyed similar information. While we initially planned to assess change in plasma ammonia concentration, this could not be achieved in
all cases due to the presentation of results in articles. Therefore, we created a new outcome 'plasma ammonia concentration'. The time of
day that outcomes were assessed was not reported in any trial and, therefore, not recorded in the review. Although it was not a component
of our protocol, we acknowledge the importance of searching trial registers to locate ongoing and unpublished trials. Therefore, we
searched the WHO international clinical trials registry platform. Details of this search are available under Electronic searches. We did not
conduct fixed-eKect meta-analyses as we anticipated heterogeneity, and hence favoured the more conservative random-eKects model
meta-analysis which allowed for within and amongst trial variability.

I N D E X   T E R M S

Medical Subject Headings (MeSH)

Cause of Death;  Gastrointestinal Agents  [*therapeutic use];  Hepatic Encephalopathy  [mortality]  [*therapy];  Lactulose  [*therapeutic
use];  Probiotics  [*therapeutic use];  Quality of Life;  Randomized Controlled Trials as Topic

MeSH check words

Humans
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